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[ft^i] (l) mtm^: K K?y#-5§-: 3ifcWJff : sr^^^tt 
& T 5 J WMM t !WI- t < fiHOCl$K|ig-<7) 75 y msB^j 
MIl/-b/^-S6f, ^OgB^y^Kf tzi±t(Di&&£V? (2) J3iM^^ 

[»m«2] (i) ge^ijs-^: 3 t/ctigs^^- : sx-mfrZti 

&®m\s*7*~-m&n. ^^u^-^^Yttz^^axxf (2) sg^m^ 

[ffr$9 3 ] if 1 * * v - - > t tz it m&m 2 1 zm<o 
wzm^- : 8 -c^fr $^7^ mse^j t ra— & l < i*mn&) kiwi— or <;m 

[ffi 3cm 4 ] ( 1 ) m&m-%- : 1 , : 3 * * &@e?ij#-s§- : 8 -e^*> £ *t 

?-m&nt tzit^(Dm.tmmmt<D^^mt^^^t^mttzit^<7)^ 
m^&zt%!ffi$ktt&m^*7?-m&nttztez<DmzMir&T^-xht 

m&m 5 ] ( 1 ) mnm^ : 1 % mvm^ : 3 1 tz am^m-^ : 8 xmt> s ti 

&&m\s*:zf?<-m&M, t<DU^^ h*itzte^<Dm& XV (2) il/-t^ 

t[^&zt*mkt^&mv^79-m&wttztez<Dmztt^&T^-K y 
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mim 6 ] 4 let^x * y -->r%fettzimi$zm 5 teao* * y - 

: 8 -e^fc $ *l* 7 5 y m@2^J L < f iSSST W ra-tf> 7 s y m@E^J * # 

[iff^7l fltJffi&tffiyy*-^ : 1 , @2^J#^- : 3 $tziimm-%- : 8 T*^b£ 

tiZ 7 5 y MSE^J L < pg-o 7 5 y mSB^iJ 4 G MB 

[m^m 8 ] Wfrm^ : 1 > : 3 4 fettEy«»^- : 8 X*mt> Zih&TZ 

mm, &itmm, r^^rw-, jbh**& jBi&Mk m&mmm. m 
>na.m^ mum. hffa^ m^mm^m, mmst, mm^mmm 

im^m 9 ] @H^J#-^ : 1 x : 3 t tzim^m-w : 8 t^*> £ *l& r ^ 

(ACTH) ^&»iJ£iJo 
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l 2 ] E?y#-^ : l . mm^- : 3 1 izitfflfflft : 8 -e^bstu, r 

mmmm, i*m&m. &mmmm, mmm, Tm&mmmm. mm^mm 

^ mm.rn.rn. &&.mm. ^>^>r/7w- M^*e, 

jt, hff am. M^nmmm, j§&mf> mm&. 

\mimi 3] mm^r: l, E^J#-t : 3t^WJft : s-e^bSftar 
[»*Si4l E?iJ#^-: i> Efll*-^: 3ifciiBE3fij#§-: s-e^bstL&r 

lV-b^-ieii/:{if(?)IWtt^7>^^ h£^LTft£I!l l ^£ 
SOJiM*;i^> (ACTH) MMo 

[ff^i 5] E?fl#^-: l, EWS-: 3 £fc£E?!l#-5§- : 8T^b$*i&7 

m> ^Ct^if^ t^/3>fK-5/^ ^t^WKttJBiife^ it 

5Mg*ii&^ &mmtm, mmmmtiM, mrnwmmm. mik^on., mn.m 
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m^m 1 6 ] m.mt&ydzmim^ : 1 . m^m-^ : 3 z tzitmnm^- : 8 

C a 2 +8tE-h#?&14, »flc AMP ikf&W®m&, MAP^t-b*W'J >^ 
fbk L< f^te^ $^{iMU^fffiJ^;v^> (ACTH) 5^»J?£t££$!l 
CI t S-#ft -T £M Hr ^{i-eomi^i-^ T n*-^ b <7) 

/ mmm t m— i> l < i±mw m k m— <d t < ; m.m$ z &m-t g m e @*^m 

. iMfIt£l^ ^h-v*. TvK-vX, IftgypfPfi^ Mm 

mmmm, mmm.m, nmmm, mmm, Tmmkmmm, mm^mw- 
. BMrnw, i&skmm, -^x^twi^-, mmm^ mmmm, &&mm 

im&m. 1 8 ] mwm^ : 1 > : 3 z : 8 r ^ 

mm^^y (acth) frwwuMo 
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mmm, Tmimmmm, m. wsm&Bwm> mm.m.&, mmm., <i>*v> 
tvk-, mmm^ m^mm, m&mMw, >Av>&Lm, 

V-b^^ -Sell /di^^^/f K&rr- Vt&tfV z ? \,**f- K£-^T 

[It^ 2 3 ] : i , w&m^- : 3 1 tz ms&m^ : 8 -e^ § t s 

/sfeE^itra— & l < f±ni?^niwi— or < -/bwe?u GssKRum 

i-**yjK^V*^K«r^L-C*4W»&»W»*^*> (ACTH) 

IfflNfcg 2 4 ] E?!)*-^ : 1 , I 3 $ tH±Wffl&3r : 8^*1.5 7 5 

l« «fe y * - ^ e ® £ ti <a§|5#^ f?- K * 3 - V-t Z> *° V * 9 V * K £ ^ 
n^'J^^l/tf mtlt*SACTHl41f, ^y*>V^». 
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tii^iiif, murine nm^m^> ^J3tJflL^, 
ibm^ rmimmmm, m. isn&mm* mmm. mm&. -f>x-j> 

f&stfefesu fins. ^y->>^«», Mff&fto$Mu «ttMfiyv>^^ 

Mtti'Jfvh-f^, afi&M. ff^lU *C«3fc«ft 

&%®mim, mmmmtim, mmnmmm., mmm^m, mm 

[If ^ 2 8 ] IE^iJ#-^ : 1 , SB^iJ#-i- : 3 t /ii±@B^J#-^ : 8t?^ii&7 5 
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T%zmmm. mmtm&. ^f-y^ tvk-^, tf^#@i$$, urn 

[11*52 9] i> @e^J#-t: 3$fcttBy!l*5-: 8 -cottars 

x%zwm8inmwi*)i'*> (acth) frmimmo 

at&e, *«£im., t;^^ K-v*. CFSA/ttM 

„ m*Wk. *umm^ g>mmim, m^mmum, mmnmmm. maa.®. 
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ITOtti&ft^ MLttSMiU «&3&«4^ gt3E#§. B^AttMU 
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y ketu t m- 1 1 < j±«w k ra-o r s y mem z^m? & g m e 

-t2>#vz?v*^-Yt nmm * tz a %<d— u * t r * & # u * 
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[»*^3 8] ffi^J*^-: i> E?!l#^: 3 4fciiBfll#*: 8^$it4 7§ 

V -tr y * - m& M $ tz f± <^$|5^-^ 7 K £ ^ - K-f * * V * * V * * Y £ 
? h y * * U * K t *Bffi& £ ^SlE^iJ i fc « O— SB £ U T £ & # V * 

mwtmm-, MLteSMu m&m&m, mmm. &t&F &tia.m, m 

[»^3 9] E*«-^: i> @B^ij#-t : 3 * : 8t^W75 

y msE^'j t ra- ^> t < imn&j Km-<DT<; mssm & g m& n#®m 

^^tftt=5r^ili> »H^lt#> 7->K-v^> Hm^W 
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y mifi^j tra— & l < tin® w k m-<o r \ j wm\\ * &*rt z> g m& n#®M 
rawta 4 1 1 mvm-w : i , mm^ : 3 * «±e?ij#^- : s^^r^ 
<vi&z&mLx%&wmBLMMWL*)i'*> (acth) frmmuMo 

<7>&*&mLx%2>mm.m, mmum*. ^h-v*> rvK-v^ «m*rw> 

iemi&<. r^r/rw-, nets 
ttJBA&e, jjg^> Kt£&«ttit*^ flisfi, mucmm, mm* 
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<7)^^^tT^^>gim^KfM^^^> (ac th) frM&mMo 
y mse^j k ra— t u < »±* * «> k ra-o r $ y ms^g * **rf * g «e 

•*§■ : 8 s *l& r $ y »k?ij k — *> l < w iwi-o 7 5 y Miyy £3- 
> jBi&g*iu m^mmm. -mimm., ^ffa^ 

[»*3U 9] V*Pffi*Jt?2fea»*3g4 7fBfcc7>#J 0 

W®5 0] fflW&WW**/^* (AC TH) 3Hfc^ftU8J^**W*£4 7 
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: 8 -c^s at* r 5 y mmm t m- i> l < tenser icpg— o r < y rbtq 
* \\ z tzi*®m&m-% : i . m\m^ : 3 1 £&i^j#-5§- : 8^$^75 

: i , E?y#-^ : 3 z tz \twm^ : 8 xmz ti& r ^ ; mum tm—i> 
K, * fcii®lB?!l#^ : l . Eyij#-§- : 3 Z fcfiEai*^- : 8 t-^£ ti%> r ^ 

y msfi^j tm-^L< imm<) 7<y »ebi * G«e«*sa 
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mi:i-^iiJW&@^M*^*> (AC TH) MSU^fto 
ttM£g5 6l HSILtt^^LT, ©Sfi^J*-^-: 1, E?'J#^: 3ttzl±mm 

: 8 t?^s r s y mie^ij t ra- l < tinaw kiwi— o 75; m@£^j 
e?o iwj- & l < imn w k iwj-o r * y mse^j fc^^rr & g v * 
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^"■f - K> SfcttCDE?!)*^: L EyiJ#^: 3 £fci±E?!]#-^: 8-efE$*L&r 
t^#mti-^,M^> ftttffitt*. ^h-v*. TvK-v^, ffi^#tt&P$ 

£#i#> (DEEIfHf- : l , w&m^ : 3 * tzitwm^ : 8 x-mz tiz r $ y m 

mm t m- i> l < imm*) Km—<DT$; mmn z-sm-r & g m. e sr^ss v * 

F\ 4fcli®E99*^ : l > SE^iJ#^ : 3 Ztz\*Wpm-% : ST^^tt&T 

[i*«5 8] HHUftWic^L-c. (DE3W-3-: l> : 3*fc»4Efll# 

: 8T*^$^7 5 /mE^Jfclsi— & L<t*ll@im::i«0— OTSy^E?lJ£'g• 
ajfrfls (DESW^: l, E^!I#-^: 3 £fcteE?!I#-t : 8 -cottars 

h\ 4fc»i®E^I#* : i ^ : 3 tfzitm^m^ : 8-c^£*l&t 
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tzmwtt-fz>mw&WMWL*fr*y (acth) »im 

&m*. ®W>n^ : l > W&m^ : 3f7ti±K^!lft : 8-e^£*L&rs /® 

literati? 1 ; ^ttx'jrvb-f^, 

vf-m, atfce, iHfeR, IMfi&«ttIftBUfe> t^^^f K-vx. tf 

iA/ttW*tteHiife. iW&tfcfcJ&ife. Sirt-do?fMmttfF^ JMjgffFife. If Wife 

> jjt^> jrwfii^ *^#Mife> m^^M*^> mm-nmmm 

[i$i6 0] «Mftft* ^rh-vX, TvK-y^ 

> mmmm, mnMMm. m^y^v>M^ ftm.mm, hffa^ m*mn 
tzimmmkm^m ♦ ?&^*iBi*-&;fc»©®B^#-» : 1 ^ w&m^ : 3 
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#y 5? * h\ i fci±(DE?!]#-«§- : i . E^J#-^ : 3 i itittiffltt : 8 x- 

mzti&T^y mmm t m- *> l < tensest k iwj-o r ^ y mE^ij £-^r-f £ g 

1] *h V^P«R««r«Ji-t-*fci6©©E^I»^: 1, E^J*-^: 3 
4 t±E^iJ#"t : 8 X~m £ tt £ T ^ y mE^iJ £ H— i> L < (ill® W |Wf — <7> T ^ 
-/»E?l***-*-*G«ejt*«aiHr^-at6R, -€-0«^^Kt/ili 
^o^, (DE^!I#-^ : l , E^J## : 3 Ztzi*W&m-% : 8t*I$*i^7^f 

* * w?- b\ i /c(±(DE^iJ#-^ : l . E^iJ#-^ : 3 Z fc«E?!l#^- : 8 -c 

[»tS6 2] MW&KJW**^*^ (ACTH) *ffi*P««I*«acf*/i«>«) 
(DE^iJH^-: U E?iJ#-^: 3 t7t»±E^J#^ : 8^tLS75y8E9!lfcB 

— & t< i±nmmzm— ©7? /ra^^t^Giaf*tiv-t7 , ^-s 
yy*-^ : 8ti$^75y mE^ij t m— i> u < t±nK m ^-©7^ re?ij 

&*K';** V*f-K*-£*r*-*>Kys* V^-^-K, Sfcfi(DE?iJ#^: 1> E#I 

#-s§- : 3 2 t±E?!l#-f - : 8 -c^s ata r $ y ^e?ij m- i> t < ttust w kiwi 

? v ^y^mimztzitmm&mommo^m • te**j&*Bt**fci6o<x)Ey!i 

#-?§•: k E^iJ#-^: 3^7tt±E^J#^-: 8 -cottar* swrnrntm-b t 
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x*i'*m:'£m-t&#vx9i'*i-h\ itzi±®mm-w : i, e?ii#-§-: 

3 3£{±e?!I#-^ : 8-e^£*L&T^ ymse^Jtiwi— & l< JiHITtfH'iwi— or 

Jtfc^ il^tiif, Steffi Jif*;^>«!)M#ft 

fcttHaSjfefcO^Kr • i&3K#J fc*0®E^J#-^ : 1. E?!)#-5§- : 3 

* tise^j#-f- : &e?!I m- i> l < fitness K pg-<& 7 5 

(D@e?iJ#-^: 1, E?0#-5§- : 3 4fc»iE?ll#3- : 8T^$ 
r 5 y #E?!li: R-fc L < tt*R«H|BI-©T5 y SREfll*^-*-* G^6 
Se*©i9 W: 7* K £ tt -e-OSR^ ^ K £ n - K-t £ # 1; J* ^ v 

GgejfcHrSas v-t * r > 9 3*-y y <D&m 0 

If*S6 5] ^ hv^W«f#j 7t*o®E^J#^-: 1, E^iJ#-^: 3 

4 tz : 8 -C* $ *L& r $ y ^E?!} fc |S|- & L < f±£J?ft T 5 

-e^m-t-^^, (DESW-f-: i N E^iJ#-^: 3 ££teE*n]#^: 8 -em* 

tiz r $ y mmn t m- t l < tmsr w t^-or^ mefij i»gi6 
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[fflf*^6 6] H»&»W«*^*^ (ACTH) «^4S)ijtt*IMt"t«fci60 
(SKRHHg- : 1 . Wtm^ : 3 t tzkiW^m^r : 8 xm% ti& 7 5 7 »E?lJ H 

— * 1< tt^Kttfcra-ors /^E^i^w-r^Gsag^mv-ty^-^ 

: 3*fctiE^I#-^: 8 -Cottar *y^E?!l£|W|— i> L< {±H@ftK|ig— o 

r ^ j wm\\ z&m-t & g m e sc*t&M v * r * » t tz a *o*b#^ 

3l^wjff : 8-e^$^T^ymE^Jtra-^>L<{±H®W^ 

|5| — ©7^ j &e$i * -sm-t h g m e nr7^-se* & r > * 

-?-?-m, must* wasau t^n-f k-v*. 

> ffpRse. m^m^, Mmnm^ &%&mtm., mmmmtim, wmmmmm. 

^ ACTH^m a& mmrv)v 

W^7"f ^lif^^f^^ (DE^iJ##: 1> E^J#-^: 3££ 
fiE?!)#-^ : 8 xm £ ft* r ^ y ^E^iJ fc|si-iL< f±H®M ra— o 7 $ y ife 
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lV-b^-Ififi^(i:f(?)^lv^it^#f Hm#i, »«fl6R 

. 1&jfiL^. r/X'J>7W-, J3SJK#1±, JtlffiSMtt, ffiteJSifcK. EK> 
*U>JlUfe IFFAi, fc*ttl&0fo£> JSH3&JFF. 

Jif *;^>oM#f t < fii^IwfK • 

„ xhi>ximm. msLjmm**** (acth) imMwm> acthi 
, mnmm, art*. *t««yfc*u mlee, ^•r^^s^Ka 

[»*^6 9] ia?!i#-s§-: is 3Ztzim?m-%: 8x~mt>zix2>T 

< ;m.wimtm—i> l < amm^^m-vr < /wj^Mt^ Gse«*« 

d-y-isTs, 7yF-yx, mmmmmm, mmmwm, mmmmmm. 
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> gjL*g£. r^'J^TWV^ B&J»#13u 

, ^H/X1I1, M*J8L«3W»*^*> (ACTH) ^WPUHJUS, ttzitAC 

[W#£7 0] K^iJ^: i> 3^/c(±@E?iJ#-^: 8-e^b$ft&T 

MJfiL& tt«IB»*. *H»I^ Ti*it, Btt«*#. 
. -BdfiLtt^ r/^'J>TW^-, SIJ»#«u JM5^^ *ttH*f> 

. W»&K1W**^*> (ACTH) 

. mfcffif&uM* n»^> »jflLi4«jflL, 

^$-£fc^K33lt^ ^fcRWr'/^Sfi^ -eo^^^KtTtJi^ 
omt^^*^PJ3t1-^-t*#mti-^m^6 8-7 0fBm^E>^o 
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mm 2 0 0 3- 1 9 4 4 9 7 ^- *J : 21/ 

wmm 72] ( i ) (Dgefij#-^ : i , m\m-% : 3 t : 8 xmt> 

(is J; tf) (D@b^ij#^- : 1 , mpm^ : 3 i tz imvm-w : 8 xmte $ tt-s t ^ 

/ mse^j t ra- & l < (i^sen k ibj-<^ 7<> mis^j * g 

£ (2) m^ffi, mma&mw, ^h-~>x. t~>k— nm^w^^i 

mm, Msg, stftm^ it*;^>^#t^ 

cth) frmmmm, ACTHi^if, ?^>>^ wtmmw&. 

mmm^ ^m^mtm, mmmmtim, imugn, m^maa.. mmt 
7+y->3^ <7)^e£ . t fr-&x & & mm* 

•teT^-g&K, K£fcl±*-0:£ 0 
[«t#£7 4] W*3R7 3teic^GMe^*®MV-fe-7 0 ^-MeK^=3- & 



miEiff 2 004-3011656 
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7 3 |B«<^ GSfiM*^M V-f/^ -Sag* 
[0 0 0 1] 

(1 4 2 7 3) 4>JB&, feJi^-y hfi3fc<^ir&fcG®eK#^l'-fe7 p *-S 
(1 4 2 7 3) fc^ i:Mtl»o 
[0 0 0 2] 

SSS<7>9 *>^-< fi*?&LT ^guanine nucleotide-binding protein (J^T^ 

aiMlV-t^-IfiS (GPCR) **v>tt7EIJRJtjiSV-f/^-Se 
K (7TMR) ti^^tt^o 

t-m&m, iHtfiGiei^ts^r^^-ieito^^iib^ictsi 

[0 0 0 3] 

mtE^2 004-3011656 



mm 2003-194497 



^-v : 23/ 



NAOBrfrE^J^Expressed Sequence Tag (EST) t Ltf-^^-^Cfi 

H h&ON^XEfel^tf) 1 4 2 7 3<DT$ Ztftrfi**- K-f&DN 

14273 (OJvZTtf hv^^O#a#3||JinL-CV>&ifc3&««l#$*LTV>a ( 
#^^2) o 

[0 0 0 4] 

WO 2 0 0 0/0 0 6 1 1f 
[0 0 0 5] 

HMW&K2] 



tbliE# 2004-3011656 
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24/ 



WO 2 0 0 2/6 7 8 6 8-t 
[0 0 0 6] 
1 1 

^TOJt'-^^-^: ACCESSION XP_0 6 1 2 0 8 
[0 0 0 7] 

2 ] 

<Zr^Be^jT'-^^-^ I ACCE S S I ON XP_1 2 9 2 5 2 
[0 0 0 8] 

l&mi>m&: LZot-tz mm] 

&§&mi*. 1 4 2 7 3 iZtt-fZ »J > KSrjLffi U *-*l£Mv*;fc 1 4 2 7 3 T 
[0 0 0 9] 

»; # > K^ffiKK-CJbS i fc * jt,ffi Lfc* $ 5> 1 4 2 7 3 tf*TS# % fliJK&L 

*»^jWJfe*^-C?*«31LTV»*it, flgj^m^l 4 2 7 3 
fcfcJ: gjfflfl&rtC a 2 »cAMP4im MAP^t-t*^) 

i&ttfk M*&RJW**n/«t> (AC TH) ^fcttHW3Wfet*ii:«rjlffib*:o 

[0 0 10] 

[1] (1) BB?!I#^: 1, SB?iJ#-§-: 3t^tiBB^iJ#-^: 8t**?SfL«7 5 

* £ -ffc^-t/ £ tz it o&o * y - - > 

[2] (i) @e^ij#^-: l, 3*fcttE2?«#9-: 8^*>$*i*7 5 
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Hr^-Ifif, ■€-©SW3"«:/*-K$ fcli*«>ilfcj:tf (2) ItJ^mSr^i" 
$**ffc#^£ tz\$Z<Di£.<D*7 i)~~><ym*ry K 

[3] ±fB [1] SB*©**'J-->^8c*fcttJb|B [2] ffi«<^^^U-- 

[4] (i) e?0#-^: i, iayij*^-: 3t tzitm^m-^: 8-emt>2ftZ>T$. 

V-b^-iei, %<D&frff?- V£fzl*^<Dm.&£Zf (2) 

[ 5 ] ( l ) m^m-^ : l , : 3 * fc»4E?!l#-3- : 8 -eitt> $ *l& r ^ 

egt tzit^<Dmtm^mt(Dm^^mt^^^t^mitzit^<D^^i- 
&zk*^ti-&mu*79-m&mztzte*oMKtt-r2>T=f-xhttzii 

[6] ±m [4] sa«o^^»;-->^fe$^tt±ia [5] femox^i;-^ 

[7] liiiEm: K E^!l#-t: 3££f±E?!l#-^: 8T'^$^7 
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[8] SB^m-t: K ESW"^: 3 tfc&Wffltt: SX~mt>Ztl2>T5. SMW. 

i&ifaMM. r^T/TW-, IBISStt, HJffiSBHi. -ig&m&SC. Ififf^f 
[9] @5#l#-5§-: 1> I2^J#-^-: 3 ZtzitW&m^r : 8-m=b$*L*TSy»BB 

[io] ae^J#^- : i ^ ie?!J#-^ : 3 z tzitmm-^ : 8 -e^fc ^^75/® 

(acth) frvmmn, 

[11] : 1 > E^iJ#-^ : 3 * fc»iEyiJ#-^ : 8 T-^fr $ r ^ j m 

[12] EfllS-f-: i> E?!l#-5-: 3£fcf*E?!l#-^: 8t?^$tL*T5ygft 

E^!jtra-<> t < tiiiisiftKisi-oTs ^ramt^Giai^ii/* 
mm, teMRtm. r/xr/7W- ibii&£mu ffit&sifcs^ is 



WfiE#2 004-3011656 



#M 2003-194497 



^-v I 27/ 



[13] : i > : 3 i tz&mm^ : 8 -e^fr $ *l& r ^ y R 

[i 4] mrn^r: i> 3 ttztew&m^ : 8x-mt>2*i&T< sn 

*)V*y (ACTH) WVmwiL 

[i 5] w&m^: i, wmnt-w: 3tfzimpm-^: sx*mt>zti2>T$;m 
-sent fctt-toaucst-r* r > * h l-c& *«t£Mg& >; * 

$>5ffimtm. m^mmum. mmnmmm, mMteftan., mmm&m 
jb^ ttttmm, nm, mmriy^^-ttzitri-y^y^^- 

& r 5 / sfis^j t ra— *> l < i±n@e<jtcif)— (o t * y mis^'j fc^rt* gm si? 

*l9:SHr^-Se»*-^r-t*«BJ!& (flU CH0«Bfl&. AtT-2 0«) 

K&mzitizm&iz&if&mmftc a 2 +^±#^1^ m&ftc amp sum 
> (acth) mmmmm.*mfcir&ztz&wtti-2>mi' j t7'?- : m&nt 

[1 7] 1> HEW*: 3£fc»iKyiJ#^: 8T^$*L*T^ymiB 
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t < Kt tzi±*;(Dm.z<£mLx%2>mmm, mm 

nm^m, &mifemm. mmfc, rm^mmmm. m. tm^mm, mm. 
mm. mimm, nmm&, mmmm, m&mMn, n 

^>x';>jflL^> nna.mm. ^ffa^ ^mmm, j§imf> fm&mm. 

[is] : i , mm^ : 3 f £ {i@e^j#-^- : 8 r ^ / mm 

[19] @B?!)#^§- : l > W&m^ : 3 4 : 8-ei^^757 mse 

*;v^e> (AC TH) 53i&«J#J> 

[20] mm^-: i. mm^: 3ttzimvm-^: sxmzft&Tzsnw. 
[21] mm^- : i x wzm^- : 3 1 tzitmm-^ : 8 -e^s *l& r ^ j mss 

^ij £ 1W| — i> L < t«SClft £ IWF — <7> T 5 y m@£^J & G 
V^^^^^-K^^LT^^>«i^, WHfglt#, ^1^-^ 7vK-^ 

mmmn, mtmm, m&MMn, M^o^v^stm, mummm, hff 
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[22] mmt-^r : i , gB#I#-§- : 3 Z tzitmim^ : 8 -e^s r $ y mie 
[23] @s^!l#^- : l , : 3 $ fctiiB^J## : 8 x~mz ti& mm 

U^^V^^KSr^LT^^aiWJ&liaajfflfc^^V (ACTH) #&PPttJj&ih 
[2 4] ifi^J*^-: 1, ffi#I#^: 3 ttziiWm^: 8X*mZti&T$ y^@B 

ttH*&K«iB^^ ftm#i> *ttti*#, sfw, jjtrtit, 

[2 5] se?ij#^-: i, mzm^: 3*tzi*wm&%: 8x*mztL2>T$swm 

. $tm#i**@i§^ immure ne^. 

*r-s mffimwi, mmmm. m^mmm, sr^y^M, mume. iff 

[26] bbw-s- : i , mjm^r zztz i*&mm*sr : s-cmzti&Ts; mm 
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[27] k?ij#-§-: i. Eai*-^: 3 ttzitm^m^- : 8^*1-575 

ttMWlfeiWtt^, mifcMHI, *fr$Pi#> feftRu flpRtt 

i^JfiLffi, ^yW^fla^ SIIF&JroSffljK ttl£felH8P;**7^ 

mtfc, &mffit&2>&, ffimnmmm, vtttt^rjfiu mm&m&m, mmm, m 

[28] mm-^i 1, m^m^r: 3t?ztemm^: s-emzti&Tssmm 
mmm. mmmmm, t^-^ 7~>k-->*, mmmnmmm> mmm^m 
&mmn, *6<i>xv>m.^ mmmm, hffa^ m^m^m^ 

[29] mm^: i % sb^ij#^-: 3 ttzum^m^ : sxmztizrz ;WM 
[30] @e?ij#-s§- : 1 , ib^ij#^ : 3 t fz \imm^- : 8 r+mz r x J mm 
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9J»]£«J|nj»*;we> (ACTH) jHGM&BAU 

[3 l] BE59#-t: i> K59#^: 3*fc*iE59#^: s^^T^KE 

59 1 i> t < tififf ft k ra - o r ^ j mss^ij *«*t & g m e m&'&m v -t •/ 
muwmgi, &3t&mtm. m^mmtim. mrnnemx. mm.mtfo.. 

SlOTME^ MIHtSffiftW^ i*«ttKSfefeffi^ ACTHf 

[32] E59#-f- : i , E59#-*§- : 3 t : 8T«I^WT5yi@S 

*im^> mm*. ^b-v^> 7vF-y^ mmmnmn^ mmmwm 

[33] E59#-^ : i , R59#^ : 3 f fc&@25!l#-^ : 8 xmz tiz> r ^ y msa 
59 k ra-<> l < * smmnz^irz Ggef*Mv-t^ 

[3 4] E59#^-: i> E59#^: 3 ttzitmn^ : 8-e^t£*u>r$ y^ES 
59 ra- & L < tt^Ktt |S|-o T ^ J WWM «r & G SC**£M V * 7" 
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, vwrm. si&ie, was*, sukwa. isittii^ t^n^f k-v 
ttjjfifc, JssMiife, fi»iM iffitt 

m^mm, ACTH^ii, mm®, mm, &m^. tfvmm. mau 

[35] K?iJ#-s§- : l , E?!l#-^ : 3 £ tiE?!l#^ : 8 -em* *i& T < J ME 

ttJ3ijK^> abashs warn., mtmm. 

[3 7] @a?ij#-s§-: u E?fl#^: 3 ttzitm^m^ : 8x~mz*i2>T$;m& 
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^v&&mLx%2>m t ggLnm&*>i'*> (acth) am&M* 
[38] W3m^- : i x w&m^ : 3 1 tzitm^m^- : sTmzfr&r^smz 

[39] gfl?a#-§- : l . w&m^ : 3 * : 8 tiz r 5 y mse 

9-m^Mttzit^(Du^^v^mm^mm^^^t^tfzit^<D^ 
-£GLx%&mm.m, mmmmm, rvF-y^ mmmwrnmrn 

«^*t> masttA. ^-Y^^';>jflL^ iiFFAi, mn^mm 

2Ri t ra- & l < {i^g ft k ra-o r * j mw>m %> g s a v * y 

[41] he^i*^- : l „ mm^ : 3 2 fcttiB^ij*^- : 8 -e^£ tt* r ^ ; mi 
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&mLx&zmff&Km&L*>i'*> (acth) iwmitm.. 

[4 2] mm^: K E#J#-§-: 3Sfc»±E?!l#^: 8tf$^75;SIIE 
[4 3] E*«^-: K E?!l#^: 3 *fc*±EBI#*: 8fi$^7^M 

^Lxte&mmm, mmmmm, ^f-v^ rvK-yx, 

[44] wmm*Sr : i > m&m-^ : 3 f fcfiE?!)## : 8 -c^sat* r ^ /fifi 
n t « l < it&n « \z m— <n> r ^ ; wsm & tt* z> g m e v -t •/ 

[4 5] E^J#-^: i % E^J#^: 3 2tii±WBffltt: 8xm2ti2>T$ymm 

<£mLx%&m\w8LMmwL*)v*> (acth) a&temMs 
[4 6] i> wmtt: 3ttzmm^: sxmzti&TzsmM 

mtm—i>L< i«sc ft kw]-<dt<; mm ^m-r -sgis n#&m v * y 
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ifrs^ ama^ sMBtts^ ^afinisi, msaantea^ sn&ttgftjk 

„ ACTHJiMft^iME^ mmm. mm. &Mifc, e*. i*jtw 

[4 7] mmmtr^Lx^^mm^ : i > @s^o#^ : 3t^iiie^ft : 8 
-c^ $ *l* r 5 y m.w,n t isj— 1 1 < tin® & k ra— <o r 5 / msB^j & ^r-r & 

[4 8] mmm, mmmmm, tvk-^, » 

l^l^)fi • t6«#J-C*-6±|B [4 7] tm<D%k 

[4 9] * h uxmnM-e$>&±.m [4 7] ib«o»j, 

[5 0] HflU&KJfil**^*^ (ACTH) 5H&«HW#J^**JifB [4 7] §5«c 
[5 1] ACTHI4M> *y>>^> «3Stt«*AK«^^ 

[5 2] miUftWKiWL-c, ©BB?(I#^: 1> 3ifeiiE^: 8 

: i, ie?iJ#-§-: 3 ^tzvsmm^ : 8t^e$*l£t* ;mm\\tm-i> t< a 

4fcti®ffi3nJ#^: i> SE^il#-^: 3 tfcfcWffltt : 8t?^$*l&7 5 /sue 
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^nm^. ^b-vx, tvk-vx. nm^#n^#, 

^ jum^PM^. amue. &&mm^ mmm. rmimmmm, m, urn 
&awm. wm&9t, r^^rws mmm&, mmm. 

mm&mn. itM>xv>M&. mime, issffa^ m+Gmusm. mmst 

[53] nifL»i-*tLT, ®@e?y#-t: i. 3ttzitm^m^: 8 

: i . @fi^J#-^- : 3 i TtJisayu*-^- : 8 -e^s *l& t 5 y mse^J fc fl— t L < *± 
*<*>«3"*-/?- k*3- K-r&#y * * v*^ K***-t**v * * v**- y\ 
aitR— t l< (±h^^isi-c7>t$ ;masm*i&rt& GaeK^taaaur^ 

: i> IB^J#-^: 3 tfci±E?!l#^ : 8 -cottars ;wm\tn-*> L< i± 

%<DU%"< K * a - K-f* # *; * * V * K fc-M"*- **7V**f- h\ 
£fci±<DE?!l#-£: k E?d#^: 3 f fctiEyiJ*^ : s-mstL&rs /tie 

SMW&flJW**^*^ (AC TH) 

[5 5] iSMMfrtettLT, (DE^ft-^: i> E?y#^: 3*fcttE5a»*: 8 
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: i> E^J#-^: 3 ifcttEW*^ : sr^^tt^r^ smmmtwi— i> l< t± 

[5 6] uSlLm^^LT, ®E?fl#^: i, E^lis^: 3 ^fcttEBHHI- : 8 
^ (DESW-^ : i N E?!l#-t: 3f fc(±E^!l#-^: s-e^stiarsy&E^U: 

R|— & L< fi^fitltcl^— OT^yME^J^^ri-^Gg^@^liV-by^- 
* V * ^ K £ Ift ^m^E^iJ i f± <a — «J **tU44#'^^i/tf K 

> *jtii(DE^J#^-: l. E?!l#^-: 3 tfci±E3W-!§- : 8-c^s*l&ts yg? 

ffct-f&m@t^ tiifigR^ ^h-v^. rvK->7, n^#^#, tf 

[5 7] iWIL^tc^LT, <DE?!)#-^ : l > m$m-%- : 3 * fc»±E?!l#^ : 8 
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* Kt^^^^K^Jt tzi*Z<D-^Z^LX%&#V % y V*^- K 

. i fc*±<DBByiJ#-3- : i , ge^ij#-^- : 3 £ tz\i.w&m^ : 8 -e^s 7 5 y m 

sb^ij t isi— & l < amm*) k m—o r<; mw&] & g m&m#&m ^ -t 

[5 8] hS?L»^lt, ®^J#-^: 1, @e^J#-^-: 3 Zfzitmpm^ : 8 
tr^t £ *l£ T ^ y t IWJ — L < tiHSflft — <t> 7 5 y ^gs^ij £^-7 & 

> ©rnim-W : 1 > W&m^ : 3 £ : 8 7 5 y mie^J £ 

^ a JC 2 ^ ^- (VUft^ -ff- K £ ^ - K-f & tf? V * y 1/ ^ ^ K £^TT & y ^ 

. t tz\t(^mm^ : 1 ^ - : 3 z tzitmzm^ : 8 -easti* 7 ^ y m 
Wtt-r2>®m&Mmwi*)i'*> (acth) frmfemxm, 

[59] m%W)M^ttLT, (Smtm^ : 1 , mm^- : 3 * fcttEEffiH* : 8 

xm 2 & 7 5 y ms^j ^ 1*1- l < t*^ jf w k iwi-o 7 ^ y £-^r-r & 

> (Die^ij#-^ : 1 , @e^ii#-^ : 3 % tzum^m-W : 8 -e^^ 7 ^ y mia^J t 

y vtrnm^^mmmt fzi±Z(D-~uz^isX%&#v * y v^-^ k 

, i 7t(i(D@e^ij#-^ : 1 , mpm^ : s Z fz&mm-^ : st^^r^i 
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^ IHJS.«U ^W^Unam. K-y* N tT*^ 

m^u^ **s#Mi£> &§m.mm, nmmmti^ mmw&mm, man. 
tt^jflL, mmm&fcs mmm, n^f^msa., smi. m&v >sw. m& 

[6 0] wmmmm. v-h-v*. 7yK->^ fg&*Pitt@ft#. n 

SMS, *te*SifcS> >Jfoi^> »JflLlS^. HFFAi, fc^ttJIflfce* 

* v*^ k, t : 1 , : 3 1 fcttrew* : 8 *l 

[6 1] * h V^Wfiff#J4r»3S-r*feii>0©iB3?lJlH^ : 1 , E?ii## : 3 Sfctt 

- : 8T^tL§7 5; mmn t m— i> t < wt^iK w k iwr — o r * y mse 
ttz&ommtt: is e^j#-^: 3 ttzim&m^: sx-mzti 
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[6 2] ^mfcmm*)^^ (acth) %-mwmmzm&-r&tz*b<r>®wim 
: 8 r-mz tiz> r < j wm\\ t m- & l < imwrn Km-<n r^y mmw 

SSir*®M V"fc -left Ttli^oSP^*/^- K£ a - K1"& 'J * * 
Y*^-fZ>*°v * ? u*?- K % t fcf*(Di2#]#-s§- : i , @s^iJ#-§- : 3 $ 

[6 4] tii, im£Nt#> ^-h-v^, 7vF-y^ mmmw^mm, m 
m.mwm, mmmmmm. mm^m, &mm*> mmm. rmimmm^ m 
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iztt-t&mt. ®mm^r : i , w&m^- : 3 ifciiEawng- : 8 x-mztizT 
f*tinr-/^ -Mesne**?- s zf-x v <Dmm, 

(DIE?!]#-^: l, gfi?ij#-^-: 3 i tzitmm-%- : 8t^fi-?,7 

5 y miE^'j t ra— *> l < t±^sa Km—<DT$y mum z ^r? & g s a 

[6 6] MiJW^KM^^^e^ (ACTH) 5^te^J£Mit?3£&0®E^J 

1, E?!l#^-: 3tfzi*w.Fm^: sx*mztiZT$ ;mmtm—i> l 

tt*oHfo£^LT**#y**v*?-}»\ ifcj±<DE8)3Hg-: 1, E^lfrS- 
: 34fci±E3W3-: s-ctfesttarsyiKEaifcra-fc L<i««fi&*cra-o 
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mmm$$:, »ara*JSHfe> mtto*ftmmmt&, mmm*. wmak. urn 
kwi^ 0>5m.mtm, mmmmu&, mmwmmm, mm. 

ttSMu mmm, #&;F&teMu ^jm, Steven, 

, m&m-^ : 3 1 tzi±ws&}&& : 8 -emz *i%> r $ y mmm t i> l < «n® 
: 8 xmz tiz> r ^ y msfi^'J t m— l < t*is»w k m—<o r 5 y aneyij * 

[6 8] @2^iJ#-t: 1, @B^iJ#^: 3Jf:raff : 8T*b£*i&T^/m 

*je. ^>^^7w^ mmsL, mmmm, m^mmm, 

turn, -&&mm> sffas, m*mmm, mmxt, ®m*mimm, warn. 

isxmwm* mwsL«mm^)^> (acth) frmmmm, acthmii 
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m^, «ttjF& frag, sfcaroei*. ^mmitm, mmmmti 

m, mmwtmm, m&mttia.. mmm&m, mmm, em 

zzmmm&mm, ACTHmii, mmm, mm, ^vtmm, 

[69] EyiJ*-^ : l > IB^J#^- : 3 t : 8 x~mt> $ *l& r ^ j m 

fSM |WJ- L < »±£SK W 1^ - r ^ y miS^J * £ G 3E S W*f£M 1/ -fe 

m, mmmm, mmm, rmimmmm, m, tm^mm, mmmm, mi 
mm, ^f^'j>7v^-, j3tM#tt, j&iftMk ^tt^rn®. *>rv^v> 
Mm, mammm, as f fas. M*mmm, smut, &m&mm*. msm 

l^Hlnl^ HlffJ&KiW**^*^ (ACTH) ^»IJI> JfdiACTHl 
[7 0] @5^iJ#^: 1. SE5W§-: 3 4fcttK3RI»*: 8 T'icfe $ *L£ T 3 SB. 

mm, r^'jvrw- mmmm, mw&mn, 
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isxmmm. mm&wmwi^)^> (acth) frmi&mm. ttzim&m%iv 
&%&mt&., n.m&W3^ wmwmmm. musL^na., mmtwj? 

<om&mimtet&ztzmwLt-tz±& [6 8] ~~ [70] nmomm^m, 

[72] (1) i. mm^: 3*iz&wm&-%: 8t^?w 

00 (D@B^J#-f- : 1 . ie?!I## : 3 £ fc : 8 -?mt> £ *l£ r 5 j m@S 

*-«S»tfcl±* -7°^ K Oim* ^^^fb^-tir^ * tz it * oft, 

t (2) »Ht6l^#, * TvK-y^ fg£c#f#&H&, H 

aiwk mM^mmm^ mikm^ mm^^><o^-mmm^L<it 

IIMI<7)fl»-Ml, ^hV^PtifH^ mm&MMWL^^^^ (ACTH 
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£8&flHk&. ftHttft**. MLttJMu WK#afeHg 

[7 3] E^ll#^: s^mztizr $ smwmfrk*&Gm&&&ma.i'*'79 

[7 4] ±|B [7 3] |B«OG»eR*^V'-fe^-«aR«r3-Kr*'Ky 

[7 5] EfllflHg-: 9-C^$tL^m^iBW^^^DNA, 

[7 6] _Lffi [7 4] IBJRO^y^^V^f-KSr^i-^aSlx.^^^-, 

[77] ±i2 [7 6] un<Dm&&*??-^mmi*ttj&nni9^ &x 

[7 8] _hfa [7 7] fBttOJ&SMg^**g*U Jiffi [7 3] fHfc?) GSSSC 
[0 0 11] 

[79] (i) s-e&zti&Tssmsffltm— 

iV-fe^-Ifif (I7> 1 4 2 7 3 fcKHE-r*^***) , ^O^^-7 0 
f Kt^li^Olfc, ltl»aftfc«r»ftfe$-frfe*^t. (ii) 1 4 2 7 3, *<?>U 

[8 0] (i) **LfcJ»J|ffBft* 1 4 2 7 3* *<0«fl^:/?-K*fcl4 
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(ii) mmLtzmjmL&zxf&mt&w* 14273, -e-o 

&Wit-t &±ffi [1] |S«co^^'J-^>^^ 
[8 1] (i) ||»LfcM&!l*l 4 2 7 3 *^**IM&fcft»3*fc»<fri: 

* (ii) mmLfcmmk&xxmmt&b* 14273 *-w-t-&«BJ!&n»i*$ 

ifc=S:#«t-r4±fB [1] fB«0^^'J-->^^ 
[8 2] ( i ) »«Lfcltltm*: 1 4 2 7 3 £^#t**fflIfe<aiR®#fcgJteS-fr 

(ii) mmLfzmwjWi&£x}*m.mtt&y!)Z 14273 &^r-r&m 
fefmzMfcu Jti&r&zti:$mt'r*>±& [1] mmv>x?v-->yj] 

[8 3] ( i) mmLtzmmm^, 1 4 2 7 3 

xmmMnmmfo<?>mmm~miLtz 14273 kshh (ii) m 

mLtzmmmisxxmm\:^i:mmMnm^mm.m^mLtz 14273c 

[84] (i) 14273 &i&i£ft1-*fl:#S&* 1 4 2 7 3 fc-ftqfr**-**BIISfc» 
fcfeS-^**^*:, (ii) 1 4 2 7 3 £f£ttfb1-*ffc^j3.fc^gMfc#^£ 1 4 
2 7 3 *^**mfc*»$*fc^fc;fe»t*, 1 4 2 7 3 fc^LfcfflJSW* 

[8 5] 1 4 2 73^MtMb^, 1 4 2 734rn-mDNA^ 

& d n a & * ^ * * - -c^sftgife l tz^nn^^m-r & c 

fc^ioTStt^«EijM*OJWIftit^3mLfe 1 4 2 7 3 fc«te3-frfc»<6-fc, 
1 4 2 7 3 ^f&mbt-^^^^i^m^^^^^^OiBMJMC^ 
KLfc 1 4 2 7 3 Kg&Jl Hi3 & , 1 4 2 7 3 ^^t-SfflSat^tt 
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[8 6] 1 4 2 7 3 £i^b^*ft^**JffiJffiafc^*&Jt?B [8 4] * fcli [8 
5] fBfW)** 1 ;--^^^ 

[8 7] 142 7 3Z&mi-zMmttzi*z<Dmmfrz&m-r2>zt$:!ifm£~f 
&-LIB [2] um.<ox?v-~yym*v k 

[8 8] 1 4 2 7 3£n- K-t-5DNA«:^-r*DNA«r^*i-*atfex.^^ 
CMUfel 4 2 7 3 fc^i"*^ ?-*±fB [2] fB®OX?'J-^ 

[8 9] (i) ®femztitzmjftmttzi±©mi'*'7? -m&nttzitzni&t 

tzmffim*tzit®mumzfr?zit&wttzte*<Dm.t > gEWr-^-sast. % 
<nufr^^v*tz\±%<D&t<Dfe&m*mtt&zt*m&t?&±u [6 8 

] - [70] SB«OMS3fffi. 
[9 0] (1) <X>^m^tL^MJKmt7t(i(I)^V-t , 7 0 ^-M6®*/r{i'e<7)^a: 

^-m&M^^i-^mmttzit^mmmm^Kmm^^tz^K^n^, ® 
$ tt^M&m =£ tz \±<®mm £ nxtz^t^ t tut* <&&.£* m^^f-m 

&_LiE [6 8] ~ [7 0] IBttOfllS^fe, 

[9 1] (1) ®Jli^m* ^{±©^V'^-7 , ^-^SK*7t{i^^^liTO^<7) 

t^ti-eo^mM^^^ji^^^^i:, (2) #**J:0 , ®ISlWWl4*:»i® 
M^^T'^-^e^S^ti^^tMJ^m^O^tt^^b^^^^^t^fi 



£titE#2 004-3011656 
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MAP*i--~e<Dv>'miki>L<&t&&4k. ztz&wmj$.mmm*)i'*> (ac 
th) frwwmm&*mfcir&zt*m®Ltirz>±M [6 8] ~ [70] um<o 

[92] U^TOJff : 3X-mfrZti&T$ ymMPltm—1>L 

z<DWfr^7^vtfzte*o&*^mt&ztzmwitir2>^ ®mmm, mmm 
mm. ^b-v^. tvk-v^, mmmw^mm, mmmwm, mmmmmm 

Tm, Tmm&hAm, mmm, ^u±m, ^y^y^m, ^-/n^^jfiL 
m, m*m*)i'*>^m&frmmmm , ^ mz.&, ±mm) , 

14^^^^^ • <d* > uxmmm, ®Bmfcmmm*fr*=> (act 
h) jmm&m. ©acthi^m, ^#5, ^f&ttujw&sr 
mm^ik, mimmm, mmm, mnmm, emm, m^m, &m&mm, ml 

m.&, &%m, mmm, mnm, ^ULx^m, m^mm, mnmrn, mmm 

($k *7n-^ , ims^iiii m, %*tt%*BkM* nmwmwk$k, 
x.*^ mmmmum, mrnwrnmrn , 

(fliAtf, mmm, mm, ^mm, &m, mmtu^^-) i> 
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[9 3] SESW^: lt^WJff : 3T-^$tL^>T^ym@S^JtI^-^> L 

(D^M^^WfiSm. ®M*&»W**^*^ (ACTH) ^W«S 
1^ ©ACTHltli, il»HIMmtt^ M 

ife, &$mmYM, nmmwim, mmnmrnm , &xm& m 

[0 0 12] 
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*f^GIfif*SII/-b7 p ^-ief 1 4 2 7 3 bVk&'tZm& 

1 4 2 7 3ii> WLl*. * Y*?mmffi® ^e;v** K 77 K 

^ 7V7», #M/?«> B¥R?>**/wy>;*A % ^-9- 

^^A«m&, 7>^>x«, ^fflfla, ±&«bj&, mm&m 
m, mmmm, mmm, mmmm, (m, ^077-^ b 

m.m*&, mmmm. $k-wmm, itwmm. m&mm. ?mmm. %mm, 

) ^mM&omm. %tzi**Kh<Dmm t &&r %>mk, m^t, m, 

> *m&M. mm, /wa. mnit, fine*, uniim, jufcgu 

) > Tit, I, il^ Mu JJffllL £StJBL «PttHL B<Do, HJ 
•R\ &Jt> fltfu M-ffc^ (flU . jflLWx <i>HL JMU ME H 

te> 5M8j&, **ml3*. tfrajsu ii, ipi, j&e mask 

1 4 2 7 3 ttTSflt^iei»aiiMi|f«3RLTV»« 0 
m_t> £ 0 0* t < lift 9 5 T ^ 7 mBB3?!l* WW h 



tHSE#2 004-3011656 
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x~mt> z r ^ j wsm-fr h & &m&m t usees Kmn<om&iGir hm&n 
T$yafflB2Ri©*ratt*is ffira^tt^r;p^;XANCB i blast (n 

ational Center for Biotechnology Inf 
ormation Basic Local Alignment Searc 

h Tool) Srffiv\ j^t<^^# (nwm= io;^7 T'&i^-r ; v h 'j * 

X = BLOSUM62 ;7-fWJ>^=OFF) tCTfUti"* i &o 
(fik &0. 01-100^ fcrt L< fi$j0. 5-2 OffiK <£ 0*f£ L 

[0 0 13] 

* 1 4 2 7 3 LT(i, a) mm^r \ 1 , @S^J#^- : 3 ±1z\*Wffl&% 
: 8X*mt>2tiZ>T$;m.mmtp<7>l Ztzl±2®&± ®IL<li, 1-3 010 

i»)^L<iii~i ommm, zt>izifrtL<imm a-sm) ) o 
T$sm&&ikLtzT$smmm, t>) @e^ij#-^: 1, se^ij*-^: 3*^»±bb^j 

8^*?$tL^T5y^i£^lJtcl $7tt±21@m± ($SF£L<W\ 1-30 

mmm, i«j»tL<(±i-i oram^ $f>^i<iit€ u-5i@) ) 

<DT*S f£# J #2JD LfzT S HBB^lL c) SB?!l#-i§- : 1, : 3tfcliE 

?d#-^: 8^bS*t*T5y&Em'<01S;fcM^ffl&± ®iL<(±, 1- 
3 0fflm i*)ffiL<lil-10»gjE, $t>^lt<iiiti (1 — 540 

[0 0 14] 

ttiliE# 2004-3011656 
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^BWMFfcfcuT 1 4 2 7 3 «±, ^^f- KtRIBO««^oT. £» ? N;*dg 

t>$tt>2>T^ y^SB^JSr^-T 4 1 4 2 7 3 1 4 2 7 3 (i, 

Jg^;i/^y;H (-CO OH) . *;v^^i/-K-C00-), 7 ^ K ( 
-CONH2) i7t(i^^T-;v (-COOR) <0{i?tLt$)otUv> 0 
Cit'iXf;H3it^Ri:Ltfi, M£tf> n--/D^ 

y ^ oa^ y;V5: t'^C 3 - 3 v ^ n T;^;H, #!lx.f^ 7^-^ 
„ a-t7W^C6-i27'J-^i, 0Hx.M\ 'Ov^K 7x^fH 
£V>7i->i'-C 1-2 T;i^;v^fc L < Ii«-t7f;v^f;^t'(7) a -t7 

^;l/-C i_2 T^^r^/3fe*ifOC 7-1 4 T9;V^r^ft<^l5^\ $£PffliXx 
;v L T Vim £ tf /t n ^f;vt + y^f ftfsjB v> <b 0 

1 4 2 7 3 #C5fcJi&ttfc (Sfclifc/M^S'V'- M ^tl 

<7)mm±<nw:mm mz.&, -oh, -sh, t$;^ 4<^s-)\»^ ^> 

1 4 2 7 3 <7)^Jt Itli, flfl^ff. : 1 T'^$W7 5 smM 

W*hts:Z>\L Y ftJltO 1 4 2 7 3s @fi^J#-t : 3 T?^;b£*L& 7 5 J MWMfrb 
&&v<i7*|£|5|t?> 1 4 2 7 3 (WO 2 0 0 2/6 7 8 6 8-5§\ ^rTO^Jf*- * ^ 
-^:ACCESSION XP_0 6 1 2 0 8, XP_1 2 9 2 5 2) , 
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#-t I 8X~mfr2ft>2>T < smjRfflfr h&3fc<7)l 4 2 7 3^OT^ 

<b*L£ 0 e#)#-3- : s-cmt>2fr2>T$sm&nfrh%z>7 y 427 

3{iff^^He®T-$)^o 
[0 0 15] 

1 4 2 7 3 iMfr^-fT K (JBTF, KtB&IB-t"*^****) 
LtlJ, JiSBLfc 1 4 2 7 3 <DUfrT $ J W£Sfttt'**>'<? ;i f- VX*$>tum 
ti^)tOT^oT^J:v^\ mx.il, 1 4 2 7 3<7)S6®^i L ^d*)> illO 
^Cfffiltv^^it^ot, 1 4 2 7 3 t^gwci^soi^-fey^-^s 

^flctofctt, Wfrm^ : 1 , : 3 ttzitw.m^ : 8 xmt>2ti2>T 

^ ymSB^J^r^-t^ 1 4 2 7 3 tomfr*-??- Yt LTli> 3foMSfe:/n y hjpp&rfc: 
*3V>T«^Hit (ii7M4 (Hydrophilic) fflft) fc45*f3*Lfc«Wfrfc<£ 
tf^7"^ K^4o i^TKtt (Hydrophobic) ^fc-^tr'*:/?- 

^rwcri— <t)t^ ywtssmtit^ ztit>T$ smwrntms 5%j^±, #t 
T$swsm<oimm*. mmn.mM.rfr^vx&ncB i blast (n 

ational Center for Biotechnology Inf 
ormation Basic Local Alignment Searc 

h Tool) zm*<\ pxrv&ft (mwm= io;^t * -/stsh- 

* = BLOSUM6 2 ; yj)V?V >y=OFF) fcTttt*-*-* C & 0 
[0 0 16] 
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SL<fi> 1-1 O0M£, $?>tC»*L<tt|fefl (l-5fl) ) <DT$ym& 
££U tizit, %<DT*SW&mKltt:i±2m&±. (^L<li> 1-20 

mmm. £K)fttL<in~i ommm. 2biz&tL<&&m a -sis) ) 

<{±, l~10^5gjg> J: L<tt»ffl, £kfc#£L<«:l~5«g«) 

$ fc, **iO»^«^f K»±C5|t3i*** (- C 0 0 H) , * ;W 

*>yV-l> (-C00-) > T< K (-C0NH 2 ) tfci±^^-r;V (-CO 

or) wpftix-jb-oxii v&cim®&K.iifrtf**/ 

$ KKl±> ±tet/i 1 4 2 7 3 £|Wp!tK, N5fc»0 

1 4 2 7 3 Sfcfi-t^aS^^ KOJfifc Lt(i, BfttfettttUffcO^a^W 

o :*si:Ltii, mmm w*.&, mm. t/i, jut**!*. 
mm) to*, **v»»i^r««i ^m. -/nea-^ak 77^1 

, ^w>-m> iHi, ';>=*m, 

[0 0 17] 

1 4 2 7 3 ifd±f^^ ±|BLfcfc h^l«IL»!»Offllll&*^»±jft«^e>a 
1 4 2 7 3 *3 - Ki-*DNA*^-r*^fiieifefl5:*««-*-*itHJ: 
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[0 0 18] 

1 4 2 7 3 i> L < l*^r<DUfi"<y°?- K* tlWtl^li^T^ K^O^jft 

>#flf, 7^y^;M£N3t. 4-^>v;u^^r^^>-^;vT;v3-;v#J3g. 4- 
i-^T-tbr^ K^^;n»ii, * , 'J7^j;vrnm 4- (2* , 4' - 

h%v7x-^-t Kn^ry^f;V) "7 jl y * ~>#J!^ 4- (2' , 4' - 
h+y7x^;V-Fmo c7Uxf;i.) y ^ ; 3r~>#J|g£ t° &mf & £ t 

mtLXli, DCC, N, N' -^V7nt>*;WfyMO% n-j^W- 
N* - (3-y^W5 7 7o'J;V) *W>f U'ft^ffl^^io Z*i 

biz£&mmt\a±y*i5.4mmmi)m m*-iz, hobu HooBOitt 
ft % o ^^^uttc^jDi- sitm^o 

[0 0 19] 

tbliE#2 004-3011656 
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, 7-bh-h'J ;k 7°a e^-- h y £*<£>^ h y B£tt<* 
[0 0 2 0] 

^7 5/i^iliU^ 01*. If, Z, Boc, *-v*y-^>^ 

^y*;^^ Cl-Z> Br-Z, 7fv>f ^t^y^W-JK h y 7 

7x^HX7^/ft^K Fmo c & WJB^ft&o 
#;w-j^>;vgti % ^ift tj^^x^tME (011 x. if. 

^y* ;vt K4b> * - v * y - 7* h # v * K7 v 

WiE# 2004-3011656 
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j&T^y ;vft, ^>vM^i^t^7n-fjvi, ^o-jfr-xz-^jifr-K—fr 
BzK 2--fn^>y*il/, Br-Z, * - v * y - f^-frta Xitm^b 

o 

t^f y >(D^f ^ ^y-;«IIt Ltfi, mkit. To s, 4-^^> 
-2, 3, 6 - h V y^;V^-*£>*;i'*^;v % DNP> ^>y>t^y^f;V 
, Bum, Boc. Trt, Fmo c & b'tfRl^ h ti& 0 
[0 0 2 1] 

, 4, 5 - h V ^nn7 jcy-;K 2, 4-y-ho7xy-;K y7/^f;v 
T;V3-;l/, ;t7-fn7x;-;K HONB, N-t Kn^y^^yU', N 
-tKn^y7^;WU\ HOBt) ^x^f^] fc^;Wflv»&*L*o 

> N fc?^y>>>\ tf ^ 9 if K .£ S IS&S, t/cifc^TV^-T**?- h y 

h\ 1, 4-7'*y^?-*-;K 1, 2-i*>v^*--;i'&£*<7>J:-?&#^ 
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l, 4-r^>v^^--;v^^O^T^^SH < t^>JM 

[0 0 2 2] 

m&M<DT< K#£#&BUo:£&fcL-Cll Will £f\ # >M**~>5fc3fi7 
[0 0 2 3] 

1 4 2 7 3 OSPfl-^f - K*fc»i-€-fl>tt»l KO^-^IC^ 
ot, ^>^v>{± 1 4 2 7 3 Sra^*^^^-- «ft?«Bfi"*i t fc-fcoTtHfrt 

Wf*U£«fco-Cfc.g.v> 0 i" 1 4 2 7 3«r#ritLW*ttfl^^f-K<) t 

m.mtz> ittaN K**wi-r & £ 
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a) M. Bodanszky fSXlf M.A. Ondetti> *<"f^- K v^-fev^. (Peptide Syn 
thesis), Interscience Publishers, New York (1966^) 

b) Schroederis <£ U^Xuebke, -9* ^7^K(The Peptide), Academic Press, N 
ew York (1965^) 

c) Mmm^m, ^y^v^-^^tm^ %mm (197530 

d) ^mmm a^-crmm^, mt&m&mm u sesto^iv. 205, ( 

1977^-) 

e) 4cmmmm&. mmm^mm mum ^y^v^m j&mmm 

[0 0 2 4] 

1 4 2 7 Vt LTt±, _hKL£ 1 4 2 7 3 ^3 

- K^^IEM (DNAf TttiRNA. $fiL<f±DNA) £^r1-& 
&*U£v>^&& ^fiot & i*°'J * ^ V*^- Kfc LTii, 1 4 2 7 3 
*3-Kt*DNA, mRNAfORNAt^i), ZL^il-e^oT & % — 
*oT& Zl*«ftO*^t±, r^lDNA, r*tRNAlfcliDNA : R 
NAO^jyV y VXi> ±v> 0 — -t>^il (1-&=b*K n-Kil 

1 4 2 7 3 ^ n - Kf ^ ,f 'J ^ ^ V t f K^ffl^T, 08*.**, <&£a<7>H^|g^ 
iffij rfrPCR Jfcffi J 15(7), 1997|B«O^S ^{i-f-^cm CtzXteK 
<t^ 1 4 2 7 3^mRNA^fWH J tl^o 

1 4 2 7 3 ^3-mDNAilt^ ^ADNA> *VADNA9"fr 
7'J- ±IB LfciHWfe • li^fi^O c D N A, ±15 1 fc«Hfl& ■ a^ft*<7) c D N 
A7>fr7V-> ^DNAOV»fin?4J:v> 0 9^ "7*^ U ~ * 

ffiiE#2 004-3011656 
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*otUv>, tfz^ JifBt^m-^iOtotalRNAtfciimRNA®^ 
£rP3£L7t kO^rffi^TIl^Reverse Transcriptase Polymerase Chain React io 
n (IT, RT-PCR&tB&$;-r&) £ £ oTJi*"** CI i: & 0 

*#WtCt±, 1 4 2 7 3 K1"&DNA£ mkit, I 2 

£(±IE?iJ#-i§- : 2. @s^J#-^: 4 4 fcJiE?!]^ : 9T"^$tL^m^ie^Ji:^ 

1> E*J#*: SSfcttKW*: 8^4)5*1475 >/ME?!]^&£ 1 4 2 
7 3 tllffifttcjwjsfort'is: (flu y K*&#flH9u v^;Hf#fciIfpJ3&^ 

E?U#-f-: 2. Eyy#-§-: 4t^iiffii?ijft: 9T^fc>£*t&^E?iJ^w 
yy^xti^DNAttt^ «x.»^ E?>]#-^: 2, wmm^r: 4J^« 

E3«-5§- : 9 X^t> £ tt^^E^J fc&J 8 5 %\>X±* jflt< 9 0 %JJUi, 
[0 0 2 5] 

**E3moffiIBItttt, ffiRtttf^T^^VXANCB I BLAST (Nat 
ional Center for Biotechnology Infor 
mation Basic Local Alignment Search 
Tool) £JSv\ ITO^t (»§fHt= 10;^t y -/SriTf ; *7 * V > 
^=on ; 7»;f^37= l ;U77f^37=-3) tc-cH-^i-a ih^t 

{2\ ^V^ra.^--^n-^>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) fc|BfW>#&fc if^oT^f £ 9 



mSE#2 004-3011656 



mM. 2003-194497 



^-5?: 61/ 



mM, $f 3; L < ti&j 1 9 ~ 2 0 mMt% iBJK^j(& 50~70t, $f * L < ttft 6 
0-65 tOMW, f - > y VJ*m&* s %i 1 9 mM-efig^ 65t 

4 2 7 3*3-Kt*DNAtUli, ffl&m^ : 2 T-^fr $ titilMGftM* 

: 3-e^b$*L£T^ /^E9a^<b^^^^^a*i 427 3 £3- 
: 8-eafe£*i£T^ -/BHEflhfrfefcs^y ms*i 427 3 £3- 

Kt*DNAfcLTIi> 9-CfE*>$*L&OafeE5F!l3&»c>4*DNA3ar^ 
1 4 2 7 3 £n- Ki-*DNAOa*SiyOO— *P> * fcfi^DNA fcffi«W5r 
*-Kfca- K1"*DNA£'S,-g"**S;Wrtt£<> RNAS: 4>-a^4*l*t?ffl 
[0 0 2 6] 

»W»wflfeittf, 1 4 2 7 3il^0^4^(i|&^*Ea#"t^it^-e#^ 

*l£1 4 2 7 3 S:3-K-r*DNAO«S3feE^Hff#tc*^§KthU ^Ld* 
o -e-d Lfc^V^^V^f-K (Mm) fi, 1 4 2 7 3»fe?ORNAfcM^ 

*4VMil 4 2 7 3riIRNAt^Sftffi^Ltl 4 2 7 3*M5^tf>3&3E& 

Mis • mm-f&zttfxszo 1 4 2 7 3mmR^A(Dm^fitzmm^mnm 

fctfVX* W-*-h\ iJ±^1 4 2 7 3l»»RNAfc#JM&fc^'f ^V^-fX-f 
£ £ £ **t? § & # y * * V * ^ Kt*> J: D^fl^T? 1 4 2 7 3 flt^O 

$>&o mm mm-tz] tit, mfctt^totzztvar^-Y, *»E?y£7fcKM& 
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k m&m 07$yi«^tTv^ 0 i 4 2 7 3se^5' *^re> 

»—7\ 5' 3s6 -^-X^T • U tf- K 5' ^V^^Kfl 

•um&=ikv. isf^-Km orf^ir^3k>- % 3' ^wmmmm, 

LTg}RLd &rt ? > 1 4 2 7 3*^1*1^^^^^^^^ UMtH 

o 

[0 0 2 7] 

»; 'J ?v-*j-y\ -? »; > t t± e y ^ v >^*<^ N-^'jnvKti^^ 

fc»i«*fcifrfr«:'£3r*- S-tOflK&tf'jT- (ill, i^'Jv-tiDNA^RN 
AtWcjiffi$*L& J: 9 fcOft^T'; >^Jfi3£^>#«p«rW#-r*E**^o^ 

NA, 2^IIRNA. l^ilRNA, $ ?>I:DNA : RNA^^f y 

^t^yoj^f:^, ^?-;Mt£*t£&<7^ l1@^±^^o^^ix 



ffilE# 2004-301 1656 
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vitrify 5yy, 7*>Mk*^^y vfi iifey ? 5?^, 

[0 0 2 8] 

$H^<07>f-b>^ -f'^^l^tf K ($CSD W\ RNA, DNA, 
WttiffiZtitimk (RN A> DNA) TN&& 0 *Wi§^m^#WtLt 

i9 L7t^H|i(±^^^-C|g:#<^fl«bttr^«9. Mx-iiTj. Kawakami et ah, 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 



ffiiE# 2004-3011656 
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J: ^« < y J: ? *ft afflJ&M £ OfflSfjUB * 

- k ^mrh^o zoLtzitVte, mm<v3' *%$>&^i±5 

[0 0 2 9] 

SSMHOjJ* 1 ; V**- KWtS s i RNAIi, 1 4 2 7 3 K1-£R 
NAO--eiJfc^i:ffl»W*RNAS:^"t&z:m«lRNA-C*&o 

s i RNAtt, £-£n<^& (fl!k Nature, 411%, 49451, 2001^) KmCX, 

1 4 2 7 3*3- Kt4 RNA©-HS:^tt* V W Ali, <2r*no^?£ ( 
0IU TRENDS in Molecular Medicine, 7%, 221H, 2001^) ^fcl&WO 

VW'f «U* 1 4 2 7 3 mRNAO- *P^1Hft-f4£ t 

ICioTMt^^fc^l^o 1 4 2 7 3 K-r&RNAO-Hfcfc 
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[0 0 3 0] 

W^^fKta - Ki"*tt*BK?l (DNAt/iliRNA, $fi L < tiDN 
A) 4t©T?**Ltf^44 4© , C*o , Ct «fcv>o Sfc, y/ADNA 

„ ^ADNA7-fr7'J- ±I5U»-»^cDNA, ±|BLfc»l 
• i8jSfefi3fcOcDNA9>f -/^y-. ^jSDNAm>f*LT?4J:^o yAT? 

^SrPMLTvi^^^fflv^-Cit^Reverse Transcriptase Polymerase Chain React 
ion (&T\ RT-PCR&t»&^n) K X oTiiffii"* i *>"C§ &o 

1 ) ffl&m^ : 2 , : 4 $ fct±E?iJ#-^ : 9 -e^tt? £ *t&m»E?!l£*- 

■f *DNAOfflJ^ffi|feEy!l«r^r1-4DNA^ Sfcfct (2) E?!I#^ : 2, E^J# 
■if-: 4 tjtiiSe^J^ : 9-e^b$;rL&^E?!l£:;WX h V 

T-tvwry ^x-r^^sa^j^^rL, mffltt : 1 > E#l#-^ : 3 f fci±E 

: 8T^$W7^fWb^^ 1 4 2 7 3 fclUtW^WRoiStt 
KtiDNA^^ttSS^ttt'SDNAftOTv^iiio 

E#J#-i§- : l , E^J#^ : 3 £fct±E2W^ : 8t^$^M^J^^^f 

yj^Xt^DNAtUlt «x.fc^ E^iJ#-^: 1, Wf: 3£fctt 
EJiJ#"f-: 8-C^*>§*t*tt*E^fci^8 5%J£Lt, Sft L.<{i^J9 0%m±> 
J: L< *i&9 5%J!*l±^)ffl|BItt i S:^r-r4«UfeE9!l«r^i"*DNA*^** 

&3fcE?!)tf>*IEIte»i. ffirai4th»T^3*yXANCB I BLAST (Nat 
ional Center for Biotechnology Infor 
mation Basic Local Alignment Search 

Tool) £fflv>, jaro^ft (*&mt= io;^ y -/fcttf ; y y y 

miE#2 004-3011656 
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€l/^a7- • ? u — ~y ? (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) £fB«4>:frfe& ^l^otfi 1 &d 

* HJ > ?i > h l±, 1- Y V VAi&mtffo 19-40 

mNL $f t L < lift 1 9 - 2 0 mMT\ iHE 5 0 ~ 7 0 T\ fcf £ L < 6 
0~65 rtf>&#£53rf 0 h VAWkm&m 1 9 mMT'WI) 6 5 

[0 0 3 1] 

1 4 2 7 3 ^ fctt^-OSP^^ K fiJSWi: 1 4 2 7 3 tmtt&Wi 

KnDNAO^D-i>^©ftt LTii, 142 7 
3 Og^ia^Sfi^J & ^r-f & -frJSR D N A 7 9 -f ^ - £ ffl ^ T P C R & K J: o TijMB 

■f&ti\ t tzttrnm*^? * -Km.fr&AstzD-N a* 1 427 30— «p*>*v^i 

<£>:fr?£ii> Mx-it *l"*,x9- • ^D-->^' (Molecular Cloning) 2nd (J 
. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) l-K^<7);&&& t* 
K$£^ X^fij: W £ & o Sfc, Tpl£<7):M 7^ U - fcttJg-t**^ tffctt 

[0 0 3 2] 

DNAO*I*B?ll©JQfcli, PCR^»+7 K Wx.lt MutanTM 
-super Express Km (SSat (tt))>Mut a n TM- K (^ 
SI (He) ) ODA-LA PCRfe Gapped dupl 

ex&, Kunke 1 v>f±-£*Lk frcmC^^i*^ 

^n-XfcSfLfc 1 4 2 7 3 KnDNAf±Sfi^:iHOii, £ 

ffilE#2 004-3011656 
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ti^o ^DN A 5' *5§1SIKS!lRli!$&3 K>fc LtOATG^U t 
tz3' J&ffim^temm®rik^r>tLX<DTAA, TGAttliTAG^U 

^ ■/ * - & ^ v > x # i n i" & - £ & -e § & o 

1 4 2 7 3<^i§m^^ -enix.^ U) l 4 2 7 3 £^-K1-&DNA 

^<b@tfj£i-£DNA^tf-£i2J»)tfiU (n) ^DNASffr^iii^^S^^ 9 

[0 0 3 3] 

^^^-tttli, ^:fl§mft5R0 7 P 9^^ K ($k pBR322. pBR32 
5. pUC 1 2. pUC13) . ttflft^yy^A K (M> pUB 1 1 <K 
p T P 5 , pC194) % mmte^vX U* (fflU pSH19, p S H 1 5 ) 

, /^a n 4 foil •) 'f 4 pAl-11, pXTl, p 
Rc/CMV, pRc/RSV> p cDNAI/Ne 0^»^W o 

ifcUffiv^f^li, SR«:/n^-?-, SV40/n^^-, L T R"7° 

o 

i LV^o Ili^iVxiJ bTJKTS-C* trp^^- lac-/ 
n^e-^-. recA/D^^, APl^^-^^ lpp^nt-^- 

SPOl^nt-.^-, SP0 2 7 P 
n*-*-, p e fi±#»f PH05:/ 

n^e-*- N PGK/nt-^-, GAP-Zn^-^-, ADH^-^^ 
WiLv>, H±^4»t^Si^li, sKV^KU >7n*-*-, PI 

[0 0 3 4] 

ttliE#2 004-3011656 
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#y A#inv^^;v, jl^v-^-, sv40Wjy> (&r^ s 

V4 0 o r i £it^&&) ^^^^TLTV^^O^fflv^ifc^-e 

Mv-*-tUlt tfOxJf, yt Kn^ilTc^ (J£JlT\ d h f r 
ttib%Ff&Wi&i) t $>Z>) Ami- O^M^-fe-h (MTX) »&] . 7Vfc?v 

fST (JilT, Ne o r fcn&fM"* x G4 1 81M4) IM ? Wb*L-5>o 
CHO (dhfr-) *^v>tdhf rimi^*-Ht 

»ON^ffl^#iJDi-^ 0 ti^xyiij tTJim-e^>^^{i N P h o A • v 

it^fi, MF« • -y^±)VWM, SUC 2 • v^;v@c?<J& £\ ft± 

C<7>J:^iCLTSII$tL7tl 4 2 7 3 £3- K1"& D N A * - 

[0 0 3 5] 

iitttii, fflz-is, -xvjiu trJim> ^^.xJSgM. i£#> 

t7IIO^#Wt LTii, V t:T • (Escherichia coli 

) K 1 2 • DH 1 (/ny-y'v^X • • if • ^-va^-;v - t#t^- • * 
7* • ^M-x^WX • ^-7* • -9 s • jx-oit,^- (Proc. Natl. Acad. Sci. US 
A) , 6 0^, 1 6 0 (1 9 6 8)], J Ml 0 3 O ^ ^ V y ? • 7 v y X • V 
•9— (Nucleic Acids Research) , 9#, 309(1981)], JA221 C 
y-V-f-^ • *7 • ^V^j.^- - ;*s(jrui?~ (Journal of Molecular Biolo 
gy), 12 0m, 517(1978)], HB101 ■ *f- 

*-7- • AMtny-, 4 1f, 4 5 9 (1 9 6 9)], C 6 0 0 (v^^-r y 
?X (Genetics) , 3 9t, 4 4 0 (1 9 5 4)] %¥tm^bihZ> 0 
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^-v: 69/ 



^)V^mMt LTfi, /<f;^ • (Bacillus subtilis 

) MI 1 1 4 2 4^, 255(1983)], 207-21 Cv^-f" 

• • /t'f M; - (Journal of Biochemistry) , 9 5t, 8 7(1 

9 8 4)] ^^ffiv^tL^, 0 

if tttfi, tfU^J^ <;> tfnvf-b;*. -bVb'vx (Saccharomyces cere 
visiae) AH22, AH 2 2 R~, NA 87-11 A, DKD-5D, 20B- 
12, y V-9" -7 * n t -b X # > ^ (Schizosaccharomyces pombe) N C Y C 
19 13, NCYC2036, fcf*T /Uh'J^ (Pichia pastoris) * ¥tf 

[0 0 3 6] 

3te*MbHM& (Spodoptera frugiperda cell ; S f ifflffi.) . Trichoplusia ni(D$> 
m&ifc<DMG IBM, Trichoplusia niOflPffiSfcOHigti Five™«, Mamestra b 
rassicaeftJfc^aM t tz fiEst igmena acreafi*OffflJ!&& ififift v> h 0 *7 4 
W^BmNPV^Ii, m^mtmm (Bombyx mori N ; BmNllBI) & 

z&m^bti&o ffflmtLxte, mz-if, s f 9 mm (atcc CRL1711) . 

S f 2 imHk (J^±^ Vaughn, J.L. <f s • V 4 4? (In Vivo) ,13, 213-217, 
(1977)) fc^ffii^lbtL&o 

(Nature) , 3 1 5^, 5 9 2 (1 9 8 5)] 0 
mmmtLXlt, tfflxJ*, t«OS-7, Vero, 
A^?-aiCHO (OT. CHO«£Bfrf5) . dh f ritfe^&Ji^W- 
-X;U^^-ilCHO (&T> CHO (dhf r ~) HB8& > 
L«, v>)XAtT-20, T->^5iD-7j|BJS, 77>GH3, tfFL 
tfU&U t: fHEK2 9 3 fcW/fl v> h *L2> 0 

[0 0 3 7] 

• ± 9 ya±JU • Ttfr'S - • ~? • t^fxv^/fX • *y • if • ji-jc^jc- ( 
Proc. Natl. Acad. Sci. USA) , 6 9t, 2110 (1 9 7 2) ^^-y (Gene 
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) , 1 71, 1 0 7 (1 9 8 2) ft tlZtm^m^-o Tffft ^ Z t i>*X' # h 

O 

^•^7^^ (Molecular & General Genetics) , 1 6 8t, 1 1 1 ( 

1 9 7 9 ) ft tizMm<7)-jjmzfe^ xftKi^t &x § & o 

BS«*^R<Elft-f *t-i±, ^Jill 7VX • ^ y • x>f^^ny- (Meth 
ods in Enzymology) , 19 4%, 1 8 2- 1 8 7 (1 9 9 1) , 7ny-y> 

(Proc. Natl. Acad. Sci. USA) , 7 5%, 1929(1978) 
o/Technology) , 6, 47-55(1988) ft ^KfB^^r&lct&oT^Tft 9 £ ttfX~£& 

o 

263-267 (1995) @?Mft$&ft) , ^nny- (Virology 
), 52%, 4 5 6 (1 9 7 SjtEll^ft^ot^Ut^iSc 
-Oi^:LT, 1 4 2 7 3 Kf ^ D N A ^^tt^M^ ^ ^ - t*i 

, tfrRtf. ^v^-x, TOttW^ ->3*ft^ itiiiLt 

. *-if-r>. i^**, ^sffi, /*w v3»m?£ftifoii^*^(i^r^^ 

il^tbTti, Wit If, M^^y-^A, y >BRr^c3Bf^hU^A, m.it^^ 
[0 0 3 8] 

ftiSE# 2004-3011656 
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y^*^-tfM9^% 9- (Miller) , v-Y-^V • • i^^^i; p{ >y 
•^^••^^^r^-^-* Vi^'T'f y (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2) WU», «9 ynt-^-^$i 

o 

f±#/tf;^IIOi^, 3 0-40 6-24 BfW^rfc 

~)Vy- (Burkholder) */J^tt (Bostian, K. L. -?u ?X - * 

-7 . Hf . ^ i/B ^. n/ . T % r $ *M X • ^-^ • -9 s • .i-i* 

(Proc. Natl. Acad. Sci. USA) , 7 7%, 4 5 0 5 (1 9 8 0)] -^0.5 
%1i*f 5 /^mtaSD^i [Bitter, G. A. yny-y^X-t7 

- (Proc. Natl. Acad. Sci. USA) , 8 1i, 5330 (1984)) tfmfb 
ti&o ^it!l<7>p Hfi&5-8 KWtiO#jffi lv> 0 §«(il^2 0~3 5 

[0 0 3 9] 

ace's Insect Medium (Grace, T.C.C., *^Y- (Nature) , 195, 788(1962) 

) K^iMtLfci o % * ->JfiLrt^o»% ^Mip k-tzis <d~& t'tfm^ btiz> 0 

**<OpHI±»6. 2-6. 4 | Lv^ 0 ^#ttS^2 7t"C 

-2 0%O^B^jfiLYt^^tfMEM^ Vf<ix.>X (Science) , 1 2 2*, 
5 0 1 (1 9 5 2)), DMEMigife (^nn^- (Virology) , 8&, 396 
(1959)), RPMI 164 0*&±l!i - *X • 4f - T * V % > - 
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#12 0 0 3- 1 9 4 4 9 7 

2 7*4 • 7Vyx-y 3 y (The Journal of the American Medical Associ 

ation) 19 9t, 5 1 9 (1 9 6 7)), 1 9 9Jgi (ynv- W - t7- 

if • V-*M jc-r • y * - • if • ^ n v# . 7^ ^ > (Proceeding of 

the Society for the Biological Medicine) , 73%, 1(1950)] &^t&* 

ffiv»fc*L* 0 pHli&6~8^&&<^;TO£ Lv\> ^i±ii#^3 0-4 OlCe 

£>1 5-6 OEFlWfffcv*, &3^JfctT»*C*«#&Jnx.*o 

^±0 i 9 £ LTs ^Rte^^jfiBiart, ttll/;li»t: 1 4 2 7 3 £ 
La6 & £ i: ^-e § & 0 

[0 0 4 0] 

±iB*«*^t> 14273 zfrmmm-t ana, fflz.tf, Tm^mzx 
14273 *&mnit&&wmmfrt>mm'r2>Kfei.xi±^ <2r*no 

- A & £ £f / £ £ fi$c&MM¥& tl' «t o TIM * V* (i« Srjjfcg L7t o*, , it 
<bfrm*?>Miz£ i) 1 4 2 7 3<Offi#jffii££?#.g>^&fc W^fflv> e> tt^ 0 » 
f^^^Si^^T-^v^t^I&fttt^J^, b ij h >x- 1 0 0 T 
M % t*<D%.mW>&Mtf&ttiX^x t> iv> 0 ^^ICI 4 2 7 3tf*#S£*L;z> 

^<ox j )izLxn^fitz^m±m. *>&wmmm+iz<£*ti& 142730 
«am, &it&m<Dfrm - mm&*m&K.*L*&t>-±xff z tarns * e z 
*it><D<stfa<Dfm, mmmtLxa, mx^mmmm^t^mmm^mm-r^ 

^m^mm^ t*<D3E.t Lxfr^mvmzmm-fzijm, << * ^»D7 h y 
7 y 4 ~% ¥<D$rm<Dmzmm-f ry hy?y 4-% 

t^mummmzmm-rz*^ n v h ^ 7 </ -a^o®** 

[0 0 4 1] 
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fr< LXftbUZ 1 4 2 7 3 tf s S£8t#-C*§ h fLfz^Kii, 

fcfc, 1"* 1 4 2 7 3 »»«rtfcli»*mJca^*®SK 

ri>< LT^Jfe-fa 1 4 2 7 3 0ffittli, lil^'J F £ (D^n^M «t <^ 
[0 0 4 2] 

1 4 2 7 3 ^i-^>tiL#(±, 1 4 2 7 3 &Blfe L#£*ft#-e£*U;r, *°«; * n 
1 4 2 7 3 fc**-r*fiMM±. 1 4 2 7 3 fcffilK LTfflvs g#:<k&£>#i;#:3: 

iitrtjfiLM ornate xmst-r z>z.t % & 0 

[0 0 4 3] 

( a ) * / * n — 

^7n^ > bTya/^/ f n ^ > > 7 y a;r/ L t 'fc 

o 
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&Lmb*Kfomttz<D-ib, fom^&LtzMmM<vm&*mte-t&z.bK£ 

C^Mf-^- (Nature) . 2 5 6^ 4 9 51 (1 9 7 5^) ] ic^v^^ 

o 

#fUa«fc LTIi> ^ilf, NS-1, P3UK SP2/0^^W 

#\ p 3 u i t l < ffl ti& o m^h *ih tiLwmzifflm mmmm) 
WLb^>mmmmM)Lb<r)ft* L^stmn : 1-20 : i3tjg-e&*K peg (0 

IL<(i, PEG1000-PEG6000) 10-80 %ejK<^*fiE-C^iD 
&2 0-4 Ot:, ffiL<lii&3 0-3 7^1-1 03^H 

[0 0 4 4] 

$*^Hffi ($u ^-f^n-^v-h) i^wy; K-^^-t7t£?& u 

ttf7-)^(Df^ ^**&£^nyy iimffuT 

£ h^-e§&^\ IfiiHAT T^^fn, f^/ 

&v\, 1-2 0%, 0* L<til 0-2 0%^fl&BJfiL?f*^trRPM 
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1 1 6 4 0^«u 1-10 %<D*J&*M!hmZ&tr G I TJgMfe (*03foHlIgI* ( 
«0 ) *fc*±/W:/»; K— 7«F*ffl«SJflL»l&% (SFM-1 0 1, BtKM^ («c 

) ) ^^iv^^t^t^o tgmum^ iiS2 o~4 or. l< am 

3 7tt^^ 0 Jg3B$Hltt, dffiHf 5 B — 3a5fSI. 8P£ L < 14 1 2 aWC* 

10 0 4 5] 

(b) *y^o-t;«offil 

ft, m^Ci»ft, <f*>£&#: (#!k DEAE) iCfc&SUBfcfcfck 

[0 0 4 6] 

C # V ^ n - ± n>$m.<Dftm 

tztfoXM7£1-2>ZbTb*VZZ>o ft&tfm. (1 4 2 7 3#lM) ii^r-V 1 ; 

*L»»^ft*ff StffcSOM&^fc 1 4 2 7 3 tc^i-*^flc^Jfe*$MJlL 

* U T - frc&ft $ -£T&j& 1 fc^ 7 r > KM L T&mmm& < T § *U* , if O 
-?^7t-> 1 CML> 1 ~2 0, ftt L<ltmi ~5 0i!l^t?*7';v§^: 
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^-v: 76/ 



-5-1*, a-Sft 2-6 il&K 1 Elfo, tf^ 3 — 10 @gj£?Tfc 7 ^ £ § & o 
[0 0 4 7] 

14273 iirs#> mmmk, *Mffimm%¥X'n%>m.LT& , 1427 
3 <dv ify v<d 1 ^itmmmttzit^t <r>mx$> mmmt lt«, * w 

(oleic acid), ^;V^ > W >S£ (Palmitoleic ac 
i d, U S—frW. (linoleic acid) , 7 -y V^W (y - 1 i 
nolenic acid), T^^K >W. (arachidonic aci 
d) , K3fA^fx>^ (docosahexaenoic acid, DH 
A) fc*fjWBv>f>*U bW>Sfe (Palmitoleic a 

c i d) , 'jy-^t (linoleic acid) , 7 -'J / U>M (y ~ 
linolenic acid) & £T# S #3P3 Lv> 0 

# v vA&zoTfrtv&m ; *;vv^A^h^r^*';±^JR) ftirfcoffi 

fot, 1 4 2 7 3 fcn- K-t -5DNA (J2JLT, &§km<ODN Ab*te&+&1& 
^«>&) , 1 4 2 7 3l:Jtt4^ (&T\ ^WOtfL^fcnfrfBi-a^*** 

ffilE# 2004-3011656 
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[0 0 4 8] 

( i ) 14273 nmsfr&im&irzmj&v^vs • t&afcsu 

^x.{?> &#rttC*5V»-C 1 4 2 7 3WM&LXit*&tii*>lZ* V K-C*&JB 
M041^1^»!#tl=5r^ (1 4 2 7 3<OX^m Jft^i^t, a) 
1 4 2 7 3 *EIf ^t4L 1 4 2 7 3 <Of IriS l?t f) , b) U) 142 7 
3 *n- Kt ^ D N A ^ Elf If 1^ i i: C i o t , *&v*t± (n 
) 1 4 2 7 3 *3- Kfl,DNAmiM$t»^ & 

imffi.zm&%K&n-r&z.£%£i l z£K>x, &m o^K^ta 14273^1 

1 4 2 7 3 4 fcWf&^ODNAIi, feWM, W&teW 

y^y-ty KJfiL^ ®HDL-3l/^^n-;l/j(iL^) „ «3£|gtf^ IE^I^> T 

) > a mm, *mm) , lan^i^ss, mi$e#. &mm> <<>xv>t 
v)v*?-^ mmm&. mmmm, mnwMM, is-f^r/ti, ftrnti^ m 

FFAi, ««ftt»Kfi> JBifJK/tfK *t££«tttlt#, JECfi, SfcfcK* »** 
jv^e > (flu (c c k) , h y y ? << > ml tr h y -^7^- 

K (GIP) , ^XhrA ^^3>f^^f K— 1 (GLP-1) , 
Jfcfcfc'OiJiftO^Rf • *&«BW*fc*±* h l^SM&aii: LT^?-* 

o 

ttz, 1 4 2 7 3 tfc»i*|&WODNA^ WlMMit. mmWimm 



WiE# 2004-3011656 



Sfrm 2003-194497 



ca) mnmrn, 'bffium, &>b&s<o&m.&i>&&, mMTsmt^^m 
wmitm, ra*ttKff. jbpe* mum, mm&, namniL*^) > ??*mm, 

&^ti^b#, TangierjfiW),Tfn- 

AimmwiiAWfim&zvirixbnms&m. mint, mwtB^B (chd) , 

ZbK, 1 4 2 7 3 ttzltt&W<DDNAl±, m&KMWL*fr*> (ACT 

h) frwwwfltLx* Mx.it, ACTHi4i§, ^y^y^m, m&m, m 
. mmm. mnm, t«LHi, mm^st^ 

mmmt, 1427 3(D^v^M^mf^mm^m\, ttzitm^^^mM^m 
mmmi^m^x, mmm, mmmmm, tvf-^ mmm 

nmmm, mm.mwm, mmmmmm, mmssim, &mm&. mmm, 

iej»^«t. *tt^«tsr, m-r^^ i ;>ML^> ^«^> hff 

y (®\, 3V*>^h*i> (CCK) > ^f'Jy^^Vtehy-^f-K ( 
GIP) , Jtr*M;>\ ^>Ui3=f>^^ K- 1 (GLP-l) , 

^7°^K> ^V>\ >^P> -a-nf>y>, 1f*7~y, — a — n 

s<~f*f- KY, x^7 7'J>i, KYYftif) <£>5H«#> ItSltSNSmfc 
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£«<0ftf&mjRiEfe&* jB&&»38HftR»JS« (PTC A) tOHtjf, 
¥4> (id, IBM. JKffiJfli*if) x IBJUiirttlSj*, 

TfztLhomskm Mx.&. mmmMB, (chd) , jadum*^) , jiisitftn 
zt>^, wanmi*. Bm&nmm*)i>*> (acth) ^m^mmtLx, m 

*m«tct±, ^>^'j>mi (id tgm?& -fv^w^^M (iim) 

«l! fctt 1 4 2 7 3 £±©E&fc LTteJB'*'**-^ tlfiCtot 

gi:totllt^t^ij 0 $^(7)DNAIi, iTN *&vm±SI 

a) 1 4 2 7 3 4 tzitb) *HIS©DNAtt, !&33£J&£T«3C&ifc 

mmmm* zvmtMvi&x&mnmz&mxz &o mz-tf, a) 142735 
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rath) ^%w<vDNA*tkm¥i®\ l mftbtiz><&%\<7)jB^ ^mm, mmu 

* £ #^S^T-igfn-t ^> £ £ tc J: o tilt ^Ci^tl^o ^ tt e> m 
[0 0 4 9] 

"3-^) , * >te#W*&te#J (#!k ^JV;^-h8 0TM, HCO-50 
) ^t^ffflUUv^ ifelt LTJi, WLtf, 

[0 0 5 0] 

±iBE*tt, («*.«r, v^aftttiiiflf^ r;bh-m;* 
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^-v*: 81/ 



mm (mm, 77h, ^-9-^ t^v\ -9- 
1427 3<D&5-mu, &#*h$u tt*m». mvt. $&ij&*&zx vmm 

ti SPfi-^o*^ HRW»=«x.tf, mm&M (M6 0 k g t tt 

) fc*5V*TI4, -Hlcog^jO. 1 ~ 1 0 Omg, #£L<tt#bl. 0-5 Om 
g. <£ L< li&l . 0-2 0mgT^l. o ^lPM^4nM{i, * 

Mx.if> ^^J^BT^iiiWJx.^ (M6 0 k g IT) K&\t* 

T(i> — BfcoiftO. 01~30mggS, jfiKli^O. l-20mgi 
J£> iWiKt^O. 1 ~ 1 0 m g tS^tlMi: ± 

#Tl^o 

3g*ii**7&*, ftPft4o^ -tffcWfcmwr, (#fi6 Okgt 

LT) K£v>T(i, .— HUogftO. 1-10 Omg. Jf*L<t±ftl. 0-5 
Omg, «fc Ijjft L< ttjfcl. 0-2 OmgT^^o »WCS4t^ii 

^ mm, mtM<Di&-c&mi$mm, mm.mB.rn (#*6 okgt it) k 

j3V>Tt;t. — BJwO§»0. 0 1 -3 Omg^JK, ftt L< J±i&0. 1-2 0m 
gfgS. i^iKtt^O. 1-1 0mgeft«r»KffiWJcj:»)i9:^i-SO** 

[0 0 5 1] 

(2) ftfi?H»Wffl 

iO, t h^fcttttfLIMfo (Mx.lf> 5 y K v?*, t-; J A 

-f* N \,z&\1r2> 1 4 2 7 3 £ fcJ±-£<OgP#^-/-?- Kfca 



fflfiE^2 004-3011656 



#0 2003-194497 



^-s> : 82/ 



fcf, g#<Zr*P<7>y— 9-*>^-f-rV ^-Y-b'-i/a >^PCR-S SCP^ (^7 5 
(Genomics) , H5^, 8 7 4-8 7 91 (1 9 8 9^) , ^nv-^ 
• *"7* • -tf • ^V3^;i^ • Tft-rs. - • • t^fx>y/fX • :f7* • ^l- 
-xx:x— (Proceedings of the National Academy of Sciences of the United 
States of America) , f£86^, 2 7 6 6-2 7 7 01 ( 1 9 8 9 40 ) & 

011 x.^ J — 9* WW 7*y ^-f €-ya «9 1 4 2 7 3 <7)|§mig:T^ffi 

StL^Jtrgii, -BaUtf, 1 4 2 7 3<7)M^l'Wmi-^>^m> » 

Mi&rm. Tmfc&'bAm, m^m, ty^yrm, -m-fuy?^- 

m£.mmm^ m^rn^ mtm&* mm*^*> m. nv^^-> (cc 

K) , if 7s !> V v ? <i > M t£ Y V -^7^ K (G I P ) , # X h V ^)Vij =f 
>ffi.^7?- K— 1 (GLP-1) , vv^^f^ b U V^ai^^f- h\ 

*P> -A-n^VvW #7~>\ -a-n^7f KY, x>^7 7V/i, 
^•/f KYY^a $fat$£AU ^ M-^H«BLTV^prfgtt^ 

J fclilf *llt ^fitt^v^ tit § i t ^ -Bo S^fi. y 
— *f >/W ^ -tf- V a >K X *) 1 4 2 7 3 Of&^iST^m^tLfw^li 

AttlMRflMt!^ ^ii&M^S^Es ^^^^^#^mi4^S!jM 

mm-, ^mmmwmim (ptca) t^stn, ^t^^ 



mSE# 2004-3011656 
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^-v: 83/ 



m&, mm&L%£) , ??*mm, mmm&mfk, mm., am. 

Tangier!^), 7f n- &&mmmYMMfim& & V*rtie>V>Mt5&& 
Wx.lt. IIKI (CHD) , JIMJfiL**?) , JffiRft»*#£fc J: 
§&£x /I'-tV (ACTH) 5M&#l1St> ACTH14IJI, * y -> 

, ^jflLjE> j§e*#, #ah£&jm&. mmm, mnm, it®.Lx>>& 

*Lfc»£-*±, fllxJ*. 1 4 2 7 3<7)itfiJ^^Hi-^>^m> #^Mc#§, »H 

m, mmm.m. ^mmm, mmm, Tmimmmm rn^it, Tm&mmmm 
mm. m*&***>*m&mm*m) , m w*-&. ±mm) , mm^m 

I§5Jg. aw;/* f*-:/ (cck 

) > ^f'j-^^vEeb'j-^f k (gip) . #*b'j>, 

(GLP-1) . Wh^^fV, #* b V yfam^-??- h\ -tr 
7'J ^-f v a >fc J: «9 1 4 2 7 3 OftSlil^'ttttt * *t£^«> 01 



mSE# 2004-3011656 



ftm. 2003-194497 



84/ 



^ mfcmmmmMjm (ptca) &<omm. ^mmm, &>bm&(D&ito.& 
>mm, mM^mm^tsmmmtfc. m$mwn. mmm, nt 
, mm&L%t:) . ??*mm, mmR&m&. m&. &mmitm, wm, Ta 
ngieri^^), 770 - ^^mmmuamm^ i v**ti h <7>fflk& m 
mmmmm (chd) „ m&&L%& , mnttmmizm&xvirnm&m 

, M*&«JM**/P*> (ACTH) fl^Ht, ffi6*Uft£JR («iL*f, tittM 

jss*fi&. &%mukm. *mmm*im> mrnnmmm) ^ n 

. mnv>sm) , nsm-ttmrnM wx.&. m^m^m&mmm^, m 
mm mz.tt, wmm. mm. &m&. ^mm. nm, mnrv)v^-) , r 

it-t % srnmm *< » Mr ■* * £ i: £ & „ 

[0 0 5 2] 

(3) 1 4 2 7 3 OUai^^^-t^^tlifd^oS^^lit^II 
#!&W<0DNAf±, 7 , D-7'tUfflV^ii:|:J;^ 1 4 2.7 3^31** 
^ft $ ■£ & >ffc^-tf £ »i * OfflO * * V - ^ > ^ jcffi £ £ i: § & o 
1-&fc>*>, W£(f, (i) *lil>«Slttt«)a) JfiL$u b) 

nti> c) Lfc&an l< amm, ttzit go mmffl&fc^& 

*ti& 1 4 2 7 3 <DmRN AMZWlM-fZ Z tl,z£ 1 4 2 7 3 0Mt^^ 
[0 0 5 3] 

1 4 2 7 3 0mRNA*OJM3fel±^#WtwttJeiLTO«I:9^U-rff 3 5rd« 
(i) iE#**v»li3fe|l*7*^t Ym%MW (W£tf> -r?*> 77K •> 
•9-^ 7*, ^7v, 4%, <£ O^fcWfcttgi*?? h 



HJIE# 2004-3011656 
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: 85/ 



#?>tt/c»^-g-t 1 4 2 7 3<^)mRNAIi, 0flx.tf, *) 
fflffi,mfrhmRNA*m&L, TaqMan P C R £ £*<7)¥?&£ffiv> 

(ii) 14273 *§km?zfcnm&fc*±m<Di]mz$t\,^mu mmnm 

tl2> 1 4 2 7 3 0mRNAS:ratfttwLT5efi> ffl#f *f * £ J&*-C § * 

O 

[0 0 5 4] 

1 4 2 7 3<D&WM*m\:Z^&<t&WZtzl±*<V&nx?V~->y'l±, 

(i) Ef hilL»fti:^Lt> &#J*&v*ti!»SI« 
* h — 5eB#Wmr (3 0^m~2 4B#P«, ffJL<«3 0 5HiT 
— 12 B#P^mT> *D#SL<telli#|»~6B#ram) ^Kli-SHFIt (3 0 
^f~3 0t, iff L < {ilB#p B m~2 B?£, i *)£F5 L<t±lH#ffl&~2 4B$ 

^-5c^^^im ( 3 0 mk- 3 H^. ftt L < »± 1 B#P*m~ 2 Bfl J:^$ 
L<l±lB#ra&~2 4H#|BH£) . IBJ»^4tL« 1 4 2 7 3WmRNAi^i 

(ii) ^*l0^*#ft*C|feV»JS*^*RJCiafeft^*W*»-«'6-*^ 
-36WPM*«a (iat-7Ht, lffil<(ilHt~3a^ £*)£F3:L<(* 
2 Ht~3Bt) > tfc^WElfettfc'd'itLa 1 4 2 7 3^mRNAi^i, M 

i»ffc^fc LT(i, iiH h\ ^SfC> KtM, £-J& 

<k^%, ^m^mm, iwtBt, *i^Mtb^, i&^ai^ttm?£^if#fflv^n 

th|E# 2004-3011656 
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o 

Mim (^ix.{f> y>ai, mb*c*m* mm%tr) torn, 

[0 0 5 5] 

7 3 oism* s: jgft £ it&itm * mir %> it&m t tz 9 > k a 

, U) 1 4 2 7 3 03&3iS&*i;&n$-£a£tt::J: *k 1 4 2 7 3 £4H-£*IBJE 
3|nJittfiH£*ii3ft$-fr*^'»t?ttt-e^^ (n) 1 4 2 7 3^MiW$ 

tzummt, c - f o s (ommt, p hoists ^^-r&^tts fc«#p*u-t 
m8Lftmwi**'*> (acth) ^wj^&^^^r^tt^,^ 

#(«Ca2+i|±m IffiftcAMPMWm MAP^rt- 
•tf©V>lMfc«>L<ttiSte*k *fcttM*&^**/l/*> (ACTH) fflm 

*§&wox?v-~>yxmzm^xnbtiz>ik<&wtLx^ ^y^K, 31 

, $ix.tf> mmi mm, *<b**su m$L%?) torn., $> 
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jtti-e^mii, 1 4 2 7 3on^t:iit-s^ tii, mne 

, mmmm. oxr/rw-, fliJK^ss. m®MM 

mmmm, m^m, mtmm. *\s*sxY*-y ccck) 

. if* h'J'^^f^tebij K (G I P ) „ h 'J =r>m. 

^■/•f- k- 1 (glp-1) „ y7>^^f>, ^ > v ^jkm^y^- h% -t* 

7 ^ f ^ >f xf t^^f h\ -9-y^^>7.p 

^momnmmm&mm, mmmmismmm (ptca) t^s«, >^m 
zxfztLhvwBkm mk.\x, mmmm& (chd) „ m&jfa.%& »»ft» 

o 

£ hK^ ±|5^^ 1; --V^^rfeT?#fejt* 1 4 2 7 3 Of&^ftfcJgiJDS** 

aJSE# 2004-3011656 
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^-v : 88/ 



tt&mttntirom*. uws&tMm**** (acth) frimmmtLx^ 

1 4 2 7 3 0|S3g**«^$-l3r&^«»* feti^O«[J±, 1 4 2 7 3 

^ciist^^ mz.ii, mmm, wmmw&> *-h~>x, rvF-^, 
mttm, 9yis>rm* u^n?^^ mum* 

m) ^ « (Will AM) , ffifl^SI*^ #Hi-8C#, ^jM5£> 

rwv^-, mmm^ mmmm, m&m-Mm. HK^yvjfiuE, mm.mm, 

*;Wt>- (ffl. uVi/ (CCK) „ ^h^^^fVKlfh'J-^ 
•f - K (GIP) , #*HJ>, yfrjod-y^-f^-Y-l (GLP-1) > W 

1 4 2 7 3©&iB**^$^Mb^£fcte*Offiti. WAll HjM 

mmmtewm (ptca) &<nmm* >kmm.m. m^m^<o^sk^mm, jul 
t5M*tttrM«ftfi, w«tt*ff. jw^f (iws. mmtk, 

t) , 9 * JM-WtfeSSi*, Tangier 



mtE#2 004-3011656 
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89/ 



K&Jfc (CHD) . . JSJt^aHIWfig^itr^oKB&fi*^^* 

£<bt^ 1 4 2 7 3<D&mM*&&2lt&4k&&ttil**<Dm&, mm, ffj 

*&»w**^*5/ (ac th) wmmmtLx, mm, ft&ummm m 

mmm mm. jk*«^ i&mmk. &mmi\&. mmmmiim. wmw 
mmm) . MmmB mm, m&L&Mna.. mmm&&. mmm, s^^tt 
ejfiL^. , mm, g&m&mw&M 

mm) , (w^wr, mmm, mm, ^mm. mm, mmru 

t tz, ±M* 9 V ^T-# e> ftTM b^tf £ tt * <b UNI $ *l& -fb-g- 
[0 0 5 6] 

*%m?>7s9 v-->r^&*m^xmb*iMk&m%tz\zz<o&*mmm& 
m<Dfcx^mnmz®.m~e%& 0 mm, m^mttz^o^^m^mzm 
mm, %7*)\'M%£'Kmm?&zttfx*&zffimMtLxu, mm, *f? 
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(onmm^tf^mm (mx.l$. D-v;vef-;K D— ffift^ 

, ^'J7;V3-JV -/n tf WW n-;K 
, #-f^>^#®ft14^J (flU *'JVM-f8 0TM, HCO-5 0 

) ttt*t&mLx$> m&fctLTii^ Mz.i$, *MMik z&m\<* 

[0 0 5 7] 

Sfc. -hfBBilte, «ilf, M«#J («A*dT, ys'BBMMfflU i^ith'^ 
E&tf (flflxJ*. 7 7h^ ^"7>^ fc^, 7*^, ")y, *=f, ^f;z. ^9- 

i 4 2 7 3oim**^in§**<k^»Sfe«^offio«:#*»i. i£#*tiu 

08;itf, mmffiMM (#^fi6 Okgi Lt) fc*iV>Ttt % — Bicogfto. 1 - 
1 0 Omg, iff-t L<*±I&1. 0-5 Omg, J: L< lift 1 . 0-2 0m 



ffifE# 2004-3011656 
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(fI6 0kgtLT) Kfcv^Tii. -Bi:o||)0. 0 1~3 0m 
gSI, ffiKliftO. 1-2 Omggfif, ±t)&5L<&mo. l-10m 

0 k g i L^f ^fi4t ^ C t ^ 1, 0 
[0 0 5 8] 

( 4 ) 1 4 2 7 3 Ktt-f 2> V 2f > K05£*i**5 X O^Wf^fe 
^^<7)*tl#{±> 1 4 2 7 3 *iRFlWi:g»t4 i t^T §S O-C, ttlfcifc* 
<7) 1 4 2 7 3 <D5£*. y^&&ag£j£fcJ:&£*fc^fcteJB?-*£ 

( i ) *f&9!©#b#i:> «««Si3 X VUmtZtitz 1 4 2 7 3 fc ^St^W 
^#lw^L7t^Mb$^l 4 2 7 3 (D^ZWlfc-fZZ t 
tSttifit't'Ol 4 2 7 3<OfeM&, &£V* 

*mfeir&zt*fflkti-zmkm*<7)i 4 2 7 3<^*&£ji$n)-&o 

[0 0 5 9] 

_tfE (ii) O^i^^Tti, — 3roSMto&* 1 4 2 7 3 ©NJHBfcBifc-*-* 
jft#:T% 4fe2fO#Mfr&*l 4 2 7 3 <0C^i:^tS^t^^ i Lv> 

1 4 2 7 3 Wft^)*y^n-t«^ffl^Tl 4 2 7 3 OJtfi^T 
ab\ ^S^IiFabl^ffl^tU^o 

*$smv>ijtffc*m^z> 1427 3©^tsii> #KfiM£*t&^§ ^tii^ 
<, &m%M.*<ommm. mz.i£, 1427 3*) KUfBLtzm^ tmi>L< 
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-rtKvmfc&zm^xi) x^o mini, ^7n^h>j- m&&, h; 

[0 0 6 0J 

(125i), £13 1 i], [3 H K [1 4 C D fcWflv»&*L* 0 

hi/y-> if, jj-^ny^-^ r;v*u -7*^-7 r^-^f % 

1 4 2 7 3i*jatSit^i,5 0 l2t^fc2*^tti£©JW 



mm^2 004-3011656 
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^-v: 93/ 



[0 0 6 1] 

*§£WW> yf-ttKi* 1 4 2 7 3<Z>a95£ftK;i3V>T*±, l^tRJot 2 
^S^fflv^tL^^H^O^ey ^n-^;^#:{i. 1 4 2 7 3^t4SUt 

v^^^#(± N 2^RS-efflV^^*rC#^ 1 4 2 7 3©C» 

o 

V>%, *Kfc<DMm$iJML(F) ffifctife&LtzMmfam (B) t^iL ( 
B/F#iH) , B, Fv»r*t^otRlMI«rili3feb. tM*(0Mi*^ltl» 

3-/K ttfffi^#^-r^>^2tn;#^^^fflv^^^ 
L T Ml £ ffl v > & @#Hfcft o 

[0 0 6 2] 



l±JiiE# 2004-3011656 



#12 0 0 3-1 9 4 4 9 7 ^->? : 94/ 

, mitm^mm^<oM^(otm^w.m^iiux.x 14273 ^ifj^£#iii-*uf 
xk nm ri7vt^Ay77^^j bs*05 43^Ht) , sjii^ 

^«9^&J (#2JE) flg^*i£, B3^I5 7^Hff) , Sill^^S 
MSftJ (#3JK) m^mm, HB#D6 2^&fr) , [Methods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A)), Vol. 73(Immunochemica 

1 Techniques (Part B)K PI* Vol. 74 (Immunochemical Techniques (Part Q) 
> Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 

)), Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 

es and General Immunoassay Methods)). Vol. 121 (Immunochemical Tech 

niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (J£JLt, 

&±0<fc?KLT. #S&W^#*JBv»*£fcKJ:o-t\ 1 4 2 7 3 *mM& 
[0 0 6 3] 

Ml«t-i^tl 4 2 7 3V>WkBt*&A-r%>ZtiZX<sX. 
1 4 2 7 3 <7)fltJgOM^^m $ *Lfc*£\ mx.it, 1 4 2 7 3 

a-tijfe^ mx.n, mm.m. mmtmm, ^v-^^, 7->k-^ 
« , eig¥Bi*#> mmm. mtn.mm, ^>^v>ru^ 

fl§0#1£, J£i&£Nu «1£gjfcS^ K>f >^ y >jfl«E, ififJfiLtt^ HFF 

y 3l/v^^-> (CCK) , ^h';j'^'fvtiffij-^7 , 7 % K ( 
gip) , ^v^rry^^K-i (glp-i) , vyu^ 



WtiE# 2004-3011656 



#M2 003-194497 



^"ff- KY> ^>^-7tU>IS. KYY^tO 

^»f-r^-fc^-e§^ 0 £<bK N 1 4 2 7 3 <7)IS^^i 

•r^itlcioT, 1 4 2 7 3<0^<7)^7&^aj$^J#^ flUxJ*, HjM® 

mmMtim (ptc a) &<Dn®m, ^mmm, ^m^<DM.M^mB., &lw 

) , 7? mM.m^m^ mm., ^mmitm, wm, Tangier! 

^ TTU~j±&mmwit^m^&£Tfztib<DWi%im. tea*, or, mmm 
mm (chd) „ FK^jfiL^t-] . m^itmm^m^^x>^<Dm^, mm&mm 

&*)l>*:> (ACTH) *y->>^#!, flS*^, 

wm^&mmm, &%m~ wmm. mnm. tiiHi, m&L&mm, m 

1 4 2 7 3 <7)^^«^m^^i#^H{i. #UxJf> 1 4 2 7 3?) 

mm, Tmmmmm- mz.tf, rm^mmmmrm, rm^m^Am, m.m 
m. %Wsm±m, ? y ^ > m-fu?? ?■ > Mm, swoai* 
•mmmrn , m w*.\i, ±mm) ^ &m&mwm, mmmrn, i&ssimm, <<> 
xr/rw^-, mmm®., mmmm, m&mMn, n^>^')>isa.m, nsna. 
mm, huff Am, ^mmm, msjsM-, mm*kmmm, m^sm, m&mm 

, M<£*fr*> (M, nV*s7sY*-y (CCK) , 1f7s h V y ? << >\Z\£Y y 



tfilE# 2004-30116 



#0 2003-194497 



-i-f+Y (GIP) , 2f*hV>\ ^;i/*rf>^^K^ ! (GLP-1) 
tf % 7rn-ASilTO, fttt<bffi«& *3cJeSfcfcjE* 

<a«i£^m*Efe&, (ptc a) tost^, <mm.m, 

4t^> Wfe, Tangie rJpfJSrf] „ Trn- Af£i&M«ftofiL^Jp52Ei3 J: Zf^r 

ftbom^m CMx.^, sw^m (chd) , flsdgjm*^) , i&Kftannif^ 
ii^owtt, niUMt^Hv (acth) a&iu^ 

e-tt&A («x.tf, 0>mimtm. mmmmu^ m 

wnmmm) > m^im (MAit MmMu h^m^. stais, 
AttMu emus, fttvwti) , rt^4fc-«»«/ft fttt«ttm 

&«8Eft^, MffttM^ ¥W^tJCj:^MttfiR^m^, ACTHf 

m&mm > (#flx.^ f&gp, m%\ 

[0 0 6 4] 

(5) 1 4 2 7 3 2>T=f-X h<DX? 

mmttt* 1 4 2 7 3 -ttUoT, »^ C a 2 flu 

UrtcAMP^Offlll, MAP*:*-— ««>Jgtfrfk BflW&KJffl (A 



mWEW 2004-3011656 
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: 97/ 



CTH) nftamUtf&btL&Zbfrb* 1 4 2 7 3tti*Le>OiWJfert">^^ 
1 4 2 7 3 fc*W-*»I»^n<0T:*-;* h (^gfcy K£^tr 

*f&mtt, ttSHfc£1&«r 1 4 2 7 3 *^rtSiJSt:Stt$*fc» 
-frfcjstf*, 1 4 2 7 3 £^Lfc*fflJ&|*3C a 2 +^E±#Stt, jffllfertC a 2 + 

»±JSi£fk ^^(iMiJ^®$iJ^;v^> (A CTH) frBmumte* ZZfflfc-f 
ZZtUgmt-fZ 1 4 2 7 3Ktt-f2>T=r-XY<D®:3g%feZm&-fZ>o 

v. K, ni/y^K-v, ^^h^>, 

^a-n^^f KY, *bf*>fK, :/y >\ A*yyi/«r/>> ^yh», P 
ACAP (fik PACAP2 7, PACAP3 8) , -fe^l^V. $OV#rf>, 
*^>h->, rKW^VaTA WF^^f^ G H R H> C R F> AC 
TH, GRP. PTH, VIP (^VT^T'fT' -i^T^T 4 7>K 

7*7^->, CGRP (*;Vyb->y-^JV-T'f';F^7 p f K) 

. 7fyy>, 7 7 Oflk IL-8, 

GRO ff , GROjJ, GROy, NAP-2, ENA-78, GCP-2, PF 
4, IP-10, Mig, PBSF/SDF-l^^OCXC^^^-fVt^ 
7 5 U I MCA F/MC P — 1 , MCP-2, MCP-3, MCP-4, eo 
taxin, RANTES, MIP-U, MIP-lj9 f HCC - 1, MIP 
-3a/LARC> MIP-3/5/ELC, 1-309, TARC, MIPF — 
1, MIPF-2/eo t ax i n — 2, MDC, DC-CK1/PARC, S 
LCit 4 OCC^*'fyt7775 y- ; 1 ymp h o t a c t i n&ifOC 
^ft^f VfT 1 ?? 5 'j - ; f ractalkine^^CX3 0***4 > 

nr>y>, TRH, ^V^vrt^f y^jjfj^^f #~7->> 'JV*^ 
77fV>i (LPA) , ^7r/^>Vl-'r/i:S;f) O-ft&fc, flUfcT^ 



miE#2 004-3011656 
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^-v: 98/ 



V£tz\±m%Wi® (MxJ£> 57K tyy, -^Sr**) 

&ttftlitt«^ Jfflfl&**±»*i*Sr 1 4 2 7 3 K«lU *ffl»Jifc?&tt& if*MSc 

f^#^tL^>^ m, mom*?) m> mmm^tn zztovwrn^h 
Mam Mx.is. v>wi, ^t&mwi, torn., 

[0 0 6 5] 

oT\ 1 4 2 7 3 Sr^H-afflUfertC a 2 +jfcRJi#i&te. flUftft c AMP4IJ<P 
> (AC TH) ^W«^**t-*ft-&«*/Si±*Ottt**5e-t*^ffi-C** 

o 

(1) &,mt&m* 1 4 2 7 3 4r^"t*jfflfla (flk CHOik AtT-20 
mm.) K»J»3*fc^fcfc»t*IBttrtCa 2+jfeg_h#^^ ilrtcAMP 

(A c TH) WWU^^i|iJ^i-^>ct^#mti-^> 1 4 2 7 3 

(2) mfc^m* 1 4 2 7 3 DNAmt^ff^M^ft-5uiCl 
otiWitHILfc 1 4 2 7 3 fc»tt$-£fc#£-Hi3*t& 1 4 2 7 3 fc^H" 
£«I*1C a 2 +^jg±#f&14, M*]c AMPifiKjJpiiStt, MAP^rt-t* 

vBMfcfcL<i*i&tt'fk 4fcttH»&»W***' : e> (ACTH) 5Hfcj« 
SttSriBISfe-f *ii:*iRF«fcf * 1 4 2 7 3 IC**^* 7^7 h O&^&Srii 
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[0 0 6 6] 

^©7^-^ h&^&K&^T. 1 4 2 7 3 £^rt-&#BJ&£JBv>&j|§ 

Yu> (Kinemat i ca*±M) J: & ^ J: * 7l/>f7 p 

& ^-etnJE L e> «BI!& * jffl v> y X;vtf> c> iftttj $ c: t ^ i 

'C^HJ:*^®j***±fcL-Cffl^c,*L* 0 *n&&&ft&&& (5 0 0- 

3 o o o r pm) x-mwm Gi#> mi~iofr) atou ±m*z t>K-&& ( 

15000~30000rpm) T'S#3 0^~2^^U 

iM^ttSo mmmfr*Ki±. #&mL£ 14273 t«a^<7>v 

[0 0 6 7] 

14273 z&m? &m&**<D fflffommfrqxo 14273 immm 
tz y> 1 0 3 ~ 1 0 s^-efc&oa**? s t < , 1 0 5 ~ 1 0 ifr^x-bzofim 

*HW07^ b^^^*M1-^>^*i)tC{i. 1 4 2 7 3 ^M^ilfi 
C a 2 +»tJg±#^tt> *M@tt c AMP£j£»mi£, MA P lf<3 V >m 

ft*U*i&14ft, S/stiMlF&JDWiK^^-o (AC TH) 

4^ 14273 *&m-f2>mj&*^)i'?-v*)i>7u~ hmztgm-tZo t*=- 
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$L%:W<r>T=r-X h&fcm*? Hi. 1 4 2 7 3 £^r^&»:£ £{±^0*ffl 
-TOJ: ? lcLT^$tL^> 1 4 2 7 3 W^T^X b f±, 1 4 2 7 31:^ 

&Lx^<D&wmmm*m®i~rz><7)x\ mmm, nmmmm, ^b—>*, r-> 

mrnm, ty^y^m, n^^^^^y^m. mn^^^y^ 

Ay^vrviv^-^ mm%^ mmmm, m&mMM. -m^y^'iynnm, 

mm^^^y (m. 3i/yxf^> (cck) . 
bu-^^K (gip) , h 'j ^)p^=r>m.^y^- K- 1 (G l p — 

1) , v^b*??->. b U ^{±1^^ b\ a'VT^t^ 
4 >f^f i-A"*-??- b\ ^E^Vy, y-7X?y*F, ^.^.-D-r^v^. # 

f fc, 1 4 2 7 3 Ic^J-i-^Tn^^ Mx-tf, i*J§«f^ tfrM^fctt^m 

&>bffium, 7f&mt>kmmv>mj&m®mmwm, mmmmm.j&j&ffi (ptc 
a) &<D&mw, <mmm, m>bmm<o Mm^mmz^tsmm. 
mtm, F B mtttiT^ (im f^^^ flgmifii^^) . ??*mm, m 

JfiLWfti^ It> ^#^b^E> Wit, Ta ng i e r«*^] . Trn-i 
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immmkfo.mim&zvzMvmkfc wx.\z. mmmmg. (chd) „ m 
&ih&& , mmttmm&&& £&*<Dffi&m% zvm&n^m -tem?\t lt 

$lb^, 1 4 2 7 3K*j--f&T^* Mi, BI*&»W**^*> (ACTH 

tt»j , ff&5t«t&^ *tm#f> gi*jpiu mmm, 

#SttJgU»«*, ttiftft* ftl^i, ffljfiLte*B, *frftl§§£ 

[0 0 6 8] 

(6) 1 4 2 7 3 tVif> } f b<?>m&&*&ftmtZit&® (7^F, T> 
* n'^X h & ^) i tzi±<£<D)&<DX ? U i3 J: IF 1 4 2 7 3 t 'J 55T 

1 4 2 7 3 fcffiv>*jK £;fctiSL&x.M<Z>l 4 2 7 3Mf^iiU 

1 4 2 7 3 t <7)|S^14 ZmtZ^tZ ik&ty (mK.it. i-f* b\ M6SC> 

z<n X i ttilis®\z\u K) 1 4 2 7 3 ^ItWJiStt^tt^^ 
if (v>fc>*9><5>> 1 4 2 7 3 WS7^-^ h) . (n) WB0&MWtffl8Ltt t 
&Wt^ (v*fci9>;& % 1 4 2 7 3 K2^f£T X h) % (;n) JHWBRt 

14273 fcott^*Jiafci-*ft'fr«, *svm± (~) nmwtt 1 4 2 7 3 1 

(i) 1 4 2 7 3 tfflmt*mb**i&ritt uo 

1 4 2 7 3 tliJteSl^itm^k^t^^^^^tOJttlt^^d 

zmffltt-tzmmwit 14273 1 ott^ttt^b$*-s^«f^i«ofio 
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*%W(ox?v--z'yij&;K&y,*xi^ (i) t (ii) (DWi&K&vz^ m 

>mm£, jHBB&rtse» (flu MAP^rf— 4f) owBMts 

aj&Bu nj^asfiM^^^^ (acth) «ie*P«i«ttft^3W»fe>*t*#, 

^^T^»F l ilCa2+^J 1 #^^ «uartcAMP^d<|I«fl5tt^ MAP* 

t-^'j >«Mb*fctt<stt^ iiimwrom*^^ (acth) frwmum 

[0 0 6 9] 

a) SR»L;fc]|gfl£Bi*:. 1 4 2 7 3»:fttt«^»#t, ««bfcJBJ»3k& J: 
imSMfc^* 1 4 2 7 3 MtLfcJMSBW) 1 4 2 
7 SKH-t «*S«t*«5feU Jfc«^*£fc*^i:?-*JraJtmfc 1 4 2 7 3 

b) nmLizmxm*. 14273 *^^%mm>*tz\tmw&<nwmfr^m 

» 3 aifttL^II&flSK^iimgWt:^* 1 4 2 7 3 *-M-*&IBJI6l 

$ tt8ffll&«>ltn£' £ 43 it £ , HER L &Jftfl&B«>ffcffii& * £ 

t:ioTttl±t:Mlfc 1 4 2 7 3 K&mZtt&'kt. »«LfcJM&m*5 
X U t ymit&®**fkW<Z> 1 D N A *tt1r&l&nffiMt**&m't& £ J: o T 

mmmjLK^mLtz 14273 KmmmtizWt&iz&ifz, mm\*timxm<o 1 

4 2 7 3W^^i^|.teU Jfc8tf fc^fclltflSmfc 14 2 7 

3 i: <7)^tt £ ^ b $ * & 4b^# £ £ it % <0^.<D * ? V - =- > 
10 0 7 0] 
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d) 14273 zmmt-rzit&m (Mitf, jbjb»«?^) ^14273^ 
^■fannaa (flu cho«, AtT-2o*ajfe) Kmmmttzm^t, 142 
7 3 srfg^k-f zTmmt&m* 14273 £^1- ^m^^s 

a, 14273 Zift-Ltzmiimmis&zmfcu &m.ir&ztz 

e) 1 4 2 7 3 *fiHfrffr*-<Mfr&* (fl!x.tf. JtJffiSMrk') ^$»DNA 
t^t^»II»^^«f ^ u i: i: J: o tlSM±i:M Lf: 1 4 2 7 3 

14273 *i^{tir&ittt&£znHk{k&m**&m<o 

DN A^ttt^f I^M^f f i 1 1: i o t»l±CMt^ 1 4 2 
7 3fc»J|*3-fr;fc*£-fc*$tf* % ^•b7 fl ^-^^-r^«$iJm^14^SteL. it 
m-2>Zt*<ffi!kt1r2>mffiWit 1 4 2 7 3 k <Dtt#tt*^t tz 

3 i; Kk LT(±, iMCft^T, ISJftmk 1 4 2 7 3 t<7)%B&& 

^$^Mf/;ii^^fflv^iHt-i^o <rojgJt&mk 14 2 7 

»*ffiV»T, &*|&9i«>;* * > ^ftfcSGHr*- 3 £ k K J: o £ 

fc^iSo JSJITtf).** V -->m(3^Tli, J3gJ!5Mk 1 4 2 7 3 tOffi 

[0 0 7 1] 

4T> *HWO^^'J-->^Cffl^4 1 4 2 7 3 k LTJ±, _tfSL£ 1 
4 2 7 3 &<7)-?$>til£ffiti<Di><D'C$>-oXi> «tV^« x 1 4 2 7 3 

&&#*ffiv*T;*AS&3B$-£fcli hfifOl 4 2 7 3^if^LTv^ 0 
[0 0 7 2] 

1 4 2 7 3 &8B£1-&£«\ ±IBO^Ttt* f fflV>e>*t«^ ^f&^ODNA&ni 

aa^i«THit5 i^aij^Ht^t^, @ w k -tags 
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Kt-&DNABrmct±flIMDNA7&*#v^*U>^ #1* Lfc d*LK 

4 2 7 3 *3- Ki-*DNAWf>i-*^Sfl«»«Bfl&^*AL. **L«b£3»J: <f£ 
S$-fr&fci£>i::t± % ^DNASfM-^ftASr^fc-^a^^n^^ ;i/^tc«-t4 
4 (nuclear polyhedrosis virus ; N P V) <D^V ^ KU 

o %mi,tzu*-7?-<Dmtm<D%t&*zti& xn ? £ t a*-c £ a 

o 0flx.tf. [Nambi, P. if • v>-^;v • ;f 7* • ;^tny*;P • 5 
(J. Biol. Chem.) ,267^, 19555 ~19559K, 1992^] fcSBft^ifcKHfc 

t^ot, --^^gac&v^-c, 14273 zsm-rz i> 

<Dt ttli, -e-ttg#^O^i*^oT3»HL7t 1 4 2 7 3f$,otU^l 
, 1 4 2 7 3 ^tmMfflV^tfe«t<, £ 1 4 2 7 3 £-^"f&«?> 

[0 0 7 3] 

*3§9!?>X* V--V^^rftH^v»-C. 1 4 2 7 3 Sr-M-f «jWlft*ffiv*«5# 
1 4 2 7 3 Zttlr&mMt lt(i, 1 4 2 7 3 SrlMLJt1&±*IIU&*V^# 

«7&*#<^4*t*H^Oifc«rV^o »I^t#^tLT(i, Potter-Elvehj 
(KinematicattJK) <£>J:&«K jfiWSttC "7 V £ fc'T-jjqJ± 

l ib mm *m ^ ; x;v^ h m m s £ t k x wmf h ti& 0 m 
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Lxm^htt&o «x.if, fflmmfrm*&m (50 0-3 0 0 0 r Pm 
) x-mmm »i -1 o#) ifctu ±?»^^e>«^ (15000-3 

0 0 0 0 r pm) TSI1St3 0^~2B#W^U »f>tL*itK«rKH^fci-* 0 

1 4 2 7 3 ***1-*jBM&^JRH^»fio 1 4 2 7 3 0*l±. 1 jfflj&*£;fc *) 1 0 
3-10 8*?1?4SO^i L < , 105-10 7 tt^3bk<DiWmxibZ> 

[0 0 7 4] 

ag^m^ 14273 t<Dm^*mkz-£2>'ik&y!i*x?v--->r-r&±tz 

<£>a) ~c) *»f*fci&fc»i. M^jSM 4 2 7 3i®53-fc. iiLfc 

1 4 2 7 3 M^t LT W\ 1 4 2 7 3 Wfri>\ i ■fc\±*rtLtmm<Of& 

i-uytfz itmm LfcL-#;Wv>£ ¥-hm^ hfLh 0 mk\t C 3 HK [1 

&&mzte, mmw.t 14273 to^^mt^^^t^^^^ v 

Kit, if 1 4 2 7 3 ^Mt^»if:(±Il<7)lI^^, 
■J-^^rciL^'^T-Wt^^CJ: I) 1 4 2 7 3«iS*iPI9W& 
o^7 7 7-Clt pH4~10 (liL<(ipH6~8) Z>V 7 T- 

. hn-t^777-^t'^ mwsmt 1 4 2 7 3 t<D®&zm&L%\<w 

HAPS, Tween-80TM (^I-yf^^fi) ^ t***^ 
7— tflckanr^-^yarj/ KO^»*«lU§K|-CPMSF, n>f^^ 
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e-6 4 (^y^-vmimm) > ^7°x*^->%t*<D7°x2TT- j emm%\$: 

mi)Ui-2>Zti>X'£2, 0 0.0 1-1 0mlOiV-fe^-», — %A (5 
000~500000cpm) <OWffi.\^tzmMWi*&M U Efl#te 1 0~4m~ 
1 0-1 0MCWWfc#»i*l?$*4, ^FMIWiSfr&fi (NSB) Z%i2>fzit> 

L< fi^j 4 — 3 71CT\ ^ 2 0^-2 4l$lflk St L< ii&3 055—3 

if ? * mmmm, \zmf-* & i&Mm& * m$- v > r v - a > % 7 > ? - 1 tz 

\$ 7 tmsij-f&o JSftt*»»** , S!V»»^*')> KB 0) ^ 

(NSB) £3l^£#^>h (B 0 -NSB) *100%fcU 
ftAttfrfr* (B-NSB) #^ MxJ^ 5 0%VXTK1k2,&Mkik&toift 

[0 0 7 5] 

msmt 14273 t^m^zmtz^zit^m**? v ^~yy-tz>±m 

<Dd) ~e) ©#tt*Hlfrt*fcie>£«U #lxJ*\ 1 4 2 7 3 *^i"^«B»J^C 

jww&kwu * 1% 14273 *^-r^>»^^;^^^^7 p v- 

m-f&o a? V K&tzvXteM1>vXMM%^&&w*fflm 

izm&zfjm 77- u tt-^m 
c a 2+ N camp, T?*v>m*¥) <o£j&i)K mmtttir zfmmmK 

mmmfflLmmmfcLxx? v -->y*$f%i mm* 1 4 2 7 3 

IlfciWI?t^^, 1 4 2 7 3 SrHatTfcJHBJfefc Uli^ 14 2 

7 3 **"t-*«ffltt«l, ±M<om^k.m<D 1 4 2 7 3 «rH^L7t|ffl^* if^t 
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f&n^tk mttm^ i&tMM#&m&& t^m^bti 

o 

mmm mm. v>wt. mumm, mm*?) t<o^ 
^ttmmm mm. rat* ynet^n, 77^, ^w^au 

* fc* l*8Wb£4&fc LTii, 1 4 2 7 3 (Dm&UtiLVW^&M&XVtV ff> K 
iifcMlllWS L<fflv^tL^> 0 14273 OSttttttOJRMaiiJ i If l J # 

mmmt 14273 i:^tt^^t$^t»73'-x 

* h-C^-S^ii, ±MLtz 1 4 2 7 3 Ktt'f&Tl'-X Y<DA?V -=.yyjj& 
[0 0 7 6] 

IgJiSmi: 1 4 2 7 3 t<nm^*mtZ'*t2>ik&b*iti**<Dm.<DA9 V 
>*7B* y Hi, 14273, 14273 * fctt 1 4 2 7 3 £ 

l. ^^y-i^it» 

a) M^ffi^^i^Wffl^iW^ 

Hanks' Balanced Salt Solution (^fy^^±M) K> 0.0 5 %<DV v-JfiLtfT;!/ 
73 ^ (v^ftiD &Jn*.fcfcO 0 
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b ) 1 4 2 7 3 ^ n a p 

1 4 2 7 3 ^M^^;CHO«l, 1 2 7C7 p l'- He 5 X 1 0 
«ftU 3 7*0, 5%C0 2 > 9 5%airt2B^tU^0 0 

c) Mmmwjm. 
a) lia^m^^ 

mwm* o. i vjflLvtr^r^ y (v^tt$!Q ^tfPBS-eimMt 

[0 0 7 7] 

2. flj&fe 

a) 1 2»^yv- M:tf SL/: 1 4 2 7 3MCH0iJ^> ffl 

fcmmffiffi. imit2 mm&Ltz&, 490//1 mmmwrn^^Kimk.^ 

o 

b) io-3~io-io Mvm&it&mmfo* 5 ^ 1 jjuz-tzik, mnmffim. 

lt&®Vttt> *) K 1 0 - 3 MOflgJftm* 5 ju 1 inx.T*3 < o 

c) £U£f££l&*U lm 1 <7)^TOMT3 0?5fe^1-^o M^^-L^ 
Ii'J^f>K^0.2N NaOH-l%SDSt«U 4ml«'»f 

iMjfeU Percent Maximum Binding (PMB) ^^O^-e^A^-So 
PMB= [ (B-NSB) / (Bq-NSB) ] X100 
PMB : Percent Maximum Binding 
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NSB ! Non-specific Binding ($m&&J&&&) 
B o I m-km&m 
[0 0 7 8] 

K&wtfzi*z<DM^ mmmt 14273 t<D^^^m^^t^m^ir 

^LT«fll^tt^^ri-^><b^$^{i^(7)m (v**?^. 14273 
^Trf^^h) , (n) ^WJ^f&tt^^t^vHk^^Ttii^-cT)^ (v>=b*9> 
a. 1 4 2 7 3l:^n7>^^h) , {^) mffiWit I 4 2 1 3 t <Dm& 

ts*M?&tz>ik-frm*tz\±%<D^ &&vm± (-) mmmt 14273 

ts-tL^o i*ttitit mz.it, mm mk\z, mm, v>m, nit 
m, y-rfrw., Ti/sfym.. ^^?m, mism, ?^>m> ^ 

o 

1 4 2 7 3 KMi-&T ^-XHi, 1 4 2 7 3 V # > KT?&&JSgJKM 

1 4 2 7 3 KM-f 4 7>^^7 Hi, 1 4 2 7 3 U Kt^&fls 

tBIE# 2004-3011656 



!&m 2003-194497 



^-v: 110/ 



mmmt 14273 tvmftjjiw&r&it&ii* tzi**<Dj&it, 14273 
mmm^m-t & kj& c x &£-x®.m& %mmtL xmm t & & 0 

mXtimt 1 4 2 7 3 t<Dm&Jj*ffi'J?Z*tZ>ft&i®)t tzit^<D^t^ 14 2 7 
V>T#<b*L£CDl 4 2 7 3 ^f^T^X h ^/ctiCDJJiJK^t 1 4 2 7 3 to 

^nsLmm, ^^'j>7ws jagj^tt, mmmm, mnm-MM, n^y* 
m^frfr^y (w, ni/y^b^-> (cck) , jrxyvy 

mv^ydW-^-f^y (GIP) , #;*h;> % v^ij=f>m^^- K- 1 
(GLP-1) , Wh^^-f-v, ^Xh'J^^/fK, /\'v 

t>tiZ>® 1 4 2 7 3 T =f~* h f l±<DJgJ»Bfe 1 4 2 7 3 t <Oifc<&l3 

ft. ^^C^^^i-^iftM^f^ l^WIiliM (PTC A) 

Nuramstfr, is** a»«ft, Kft& asffijfofci?) > ^kiw^ 
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M> 7fe3$#JB£flaS^ WM, Ta n g i e r N 7fa- &&WlBM 

4ttia.wm$z&xv t <ttiib<Dm&m mx.is. iini (chd) , nt^^ 
#^^<x>i 427 3tc*t-r*T=r-^ bt;t(±(Djgassifc 14273 1« 

*SrJtt5fii-*<fc^ifc{i-eo^l±, nV&IDHtt^^> (ACTH) 

nwaofcLT. mur, acthi^ jgaas, 

J****, ffiLHi, ffilfiLtt^H, JHTttMF, ft£ 

©1 4 2 7 3 K.itt&T>*X-Xh*tilt<mttmt 1 4 2 7 3 i^ift^i 

m. r/x^7w^- N mmmm, ffi&mmn, t6m>xv>&l 

SHfc**, JMf > (W, (C C K) „ if* h »; y 9 <i > 

nifhy-^y^K (gip), 3tr^hy> % ^;w*^>«^y^K-i (gl 

P-l) , Wb^^f^ H; >2fctfi^7 0 ?- h\ AVT^f 
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<b*L&(Dl 4 2 7 3 tc^i-^T>^3*-X h ifc»±<I)JtJKillfc i 4 2 7 3 t<7)^ 

'bffimm, ttfe&'bmm<n&itffimmfimm^ ^mmmmmmm (ptca 

m&mR. mm., ^mmitm.'ft^ Tangier^f), 7fD-Att 

mmmtohwmm&j: nmstm mm. mmmmm (chd) . mm 
$ h mm<o* tut* ? y >rm* ? y zm^x 

#S>*L&(Di 4 2 7 3Ktt-fZT>?zf-x Yttzlt®mmm.t 1 4 2 7 3 t<D 

cth) ^TOJiiu, &g*uft£,& «tew«p;*v^ 

2^ &§tfmim, wimffimt}^ mmnmmm > 

fcjfiLttftjfiU ff^^tt»jflL, £jfiL#f, M1$y> 

[0 0 7 9] 
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it^ttzkt^ey^t, 1 4 2 7 3 (D^mzmtz't&ik&yji tut 

^xn^ft^t^tfzit^<D^xz/mmmM<D^mmitm^fL-r. <rtt 

ttfX%2> 0 ttz, *5km<DX?i)-->y^&tfzltx?V--yym*y y 

^m^xmhfLhit^m^tz\t^(D^t^mmm<Du^it^ ^nm., 

WSfcS-tt&tf** h-e*sar^ #)J;it£T^~* h lM«Sfc**U #JH3g#J£0 
. 0 1-10 0tt»ffiv^lfiv» o 

2*itz®yjj>xv>$m\i-kMm, Mi^x^K^vtz 

©75^ > hf fctigNMfc (flu INS-lf) . -Y >*'J> 

W JTT-501, MCC-555. YM- 4 40, GI-2625 

70, KRP-297, FK-614, CS-0 1 K (y E) -y - [ [ [4 
- [ (5-^f;l'-2-7x-;l/-4-iWJ;l/) ^f^rv] 7x^jV] ^ 

o^I/v^a^tM&^K GLP-U ?-?-* r »; — Mjs) . V^-ff-Vfr^-ff-y 
I V|fi##J (flU NVP-DPP-278. PT-100. P 3 2/9 8f 
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) , jS3 7^ h (0K CL-316243. SR-5861 1 -A, UL- 
TG-307. AJ-9677. AZ4 0 1 4 0f) . T^'J ^7^-^ h m 

-'^77^- ^>^#l3iJ^) , SGLT (sodium-glucose 
cotransporter) BB##J T- 1 0 9 5f) m&mf bfl&o 

h (SNK-86Q) , ^ 1-)V\sK? y Y (ARI-5 0 9) , CT-1 12^ 

) , ftmmm=?- ngf, nt-3H) . AGEat^j alt-9 

45, M^YW^ lf^h^r-9-^>^ N-7xty^f7V*'J')A7'D5 K (A 
LT- 7 6 6) , EXO-2 2 6 30 * (tf!k YMm , 

[0 0 8 0] 

„ ^/U^f^A n^x*^^ TMW\*;*??-> % "7;W* 

T 1/ >^^ga#^J*S h y ^y -b y KffiTflMB tt-tZ 7 

iY&ty (#k ^7 4 ?U7 4 -fy-Y^ yA7^7*7-K ?y/ 

7^7*7-ff) Wff>tl-&o 

7'-9-;v^> > ~>v*-te-^;i/30 , fJ^y^^m^M (M> -7ii; 
t?>, TAnv?tf>, Ji^-^tf^, -fl^tf;^) „ ^n-y^^tft, 

«J3B»#JtLT(±. «Atf**tttta«»* (0IU W7x>7;V7r/, 7 
^>y)l"7 ^ >\ 7x>7^5>, 7>7x7'7 ; B , A 7*3MJ-> 

30 , Bvs*~-wmm *frvx?yhm s ^37^-^f cl 
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-3 1 6 2 4 3, SR-5861 1-A, UL-TG-307, AJ-9677 

, az4 o 1 4 om) . s<7?-Fm&mmm v-f^y, cntf 

PL-15849H) m*mf btlZo 

vh\ v^n^>^r^K, MJ^n;Mf7yf\ £Kn^nn^7vb\ t 

> hV7Ati/>f) . RMwummmmm m, t***s?$ vm . w* 

[0 0 8 1] 

*m , tfcm&mL®M w, ^ v^4^y, rvvr^j^ym , mmm 
siawk e-s//^--^) , fMSM&m&<D*>&&$m m, vy^y^ yy 

7 4 ?uxr>m , at^piw^-ew -9- >f yu<i y 4 

^-7xn>, ✓TV^-u^*^ (il) . nn^-fiJMH^ (0k 1B& 
. IL-2, IL-12*WWiU\ 

> '>^n*4r2/^— «fi«W (0k ^K^v^) 0*>-9— • 
(Cancer Reseach) , |4 9i, 5 9 3 5-5 9 3 91, 1 9 8 9^) , 7°o 
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^fn>|^: ^Xfn-;i/7tf-H - iff • Z y 

• *^rznv- (Journal of Clinical Oncology) ,012%, 213- 

2 2 5M. 1 9 9 4 40 . ff^Tn-f K (flu 7**^* , > h * n 

KjfcUSk f h7tKn*>ftV- )V7kWM CfclNi & -hfB t m 

7^1" • **r>V— (British Journal of Cancer) , f|6 8%, 3 14- 

3 1 81, 1 9 9 3^], I GF- 1 % *&W±JgifcSt£!Nlf 

zbi^ mitmmmm> alt-7ii^k mmm&mmw, Y-128, vx853, Pr 

osaptide^K ^o^>MiM, t*->7^5>, 7 5 h'J/f J>, ^^75 >) 

^^3'J>^f';*^K(^ ABT-594K xVK-fe'J^ffti^i (flk ABT 
-627) . ^6/75 >5l»)ji*ia«l(«, JffXtt*ffi%(tiU 

GABA^##f^sj^ (®k > a 2 ^mfaftWim (m 

„ ^n-v^) % ^j?f$MIS (01k #7iM*>>) , t^tM -trCISW 
mm, LY-333531), WF&m (W> ^> V^T-tr tf v) , ^*vx^t 7 - 
■*?lfi#as ($k ->;V7*^7^M N >5^tmiS (#k T#**y4 

[0 0 8 2] 

*?>*L*4«3Ioffi#. #BfcaRk JRJ&jRk KrJBBlHk £jfe&k *£^J&£? 
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fc^jsv^tu jtS^tftffMlflb^l, CTx.il r;vrr-;i/ (flu 

a-*) . ($U sK'jV^-b8 0TM, HCO-50 

[0 0 8 3] 

±iee*h CTx.ti mmn (Mxji v>m^.mmm. 

A««?fc) N teji^j (0flx.il M^>t>n-^A, »yn*^>^^) 
3U (08x.il ^>y>7;^-;v, 7x;-j^^') „ SE<kH;jh#J*^fcE^b 

tb^ (0Ox.il 5^>, v^^, ?-^\ f-A *a, -9- 

0!lx.ll 1 4 2 7 3 WS73-^ iW*tau *raU««Ss £ 

£iJffiE# 2004-301 1656 
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*Pt,fl# (#fi6 Okgt IT) tC*5V^T(i, — BKoi&jO. 1-10 Omg. 
S?£L<}i&7l. 0-50mg, iWL<li|&l. 0-2 0mgt'^ o ^ 

^I6 0kgt LT) fc*5V»Tt±. -HICO§^0. 0 1- 3 Omgjgjg, # £ 
L<f±i&0. 1-2 OmggJt, i 003: L< ii£j0. 1 - 1 0 m g^iJg&#M 
&I*KJ: 9ft#-r*Ojm«<&-e**o i&<VW}%d<DW,&i>, #S6 0 k g^7^«9 
fc&JT L fca * £ & 0 

[0 0 8 4] 

(6) 

1 4 2 7 3 ^fflv^iUaoT, #«»^1 4 2 7 3 ^^LT^ia^** 
(1) 1 4 2 7 3 £fflv>£d££#m£:1-£, ®$llc#i, IHMgMM^ f - 

teifli*^ 'f^WTW- J§iflfi#&> llBJKr£tiK ^teM&ff, fiK:'* 

fife, m±W^ »**A"=E> (#0, 3l/yXR-> (CCK) > ^ f 'J 7 
^-rvfctfl* V-^^K (GIP) „ tr)Vjj =f>m^f- K- 1 

(GLP-1) , WfXi'fV, >2fetB^y 0 ?- -fe^l^y, /ty 

r^^-r yM zst-xtj ^;v*y?- h% «^?-y>\ -9-y**>*p, -i-u-f 
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mm (ptc a) &<ow$m. >mwm, &t&m<o^&bm&. mm^amt 

fcafcis, ®mit&imwL*n'*> (acth) fmmmrn m, 

> mnm, ft&Ltsm. mm&mm, #hh*#. mmm, m 

wm&gvmm* ^(om&o^&j • ismmt itit<§tt&mM&uk mx.it, «tt 

im, &&®.mtm. mmtssmtt. mmnmmm) , 

MmBs mx.n. mmm, mm, %rvtmm, &m, mmrvju*?-) , 

(2) 1 4 2 7 3*ffiV>*£fc*J|*ffci:-*-* % »$ff£lt«, ^h-v 

i&mmmw, mm&, rmmmmm mk.it, Tm^mmmmi&Tm, 
mtrnm, r^'jvrw-, mm*, mii, n^v* 
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km, m&Mm, mw*fr*> («u (cck) , ^h'jy 

^^f>tefj-^f k (gip) „ ^;v*n*>^^K-i 

(GLP-l) „ Wh^^f^ h V ymm^^- h\ 1z?U?->, ;*y 

) nttsmm* mmmm&^m ■ %>mm, y uxmwm, ammmt, m 
mm (ptc a) fto^ 'kffimm, m^mm<oAssm^mB^ mmEMt 

chd) , r^KiL^^D , mxim*it&&x&*vttm*zvmA<o*m • 
femm, ®am&nmwL*fr*> (acth) fr&mmmzt:i*®ACTHm&. 

»flu i^jfiLJEN ^«*isr, mmm, mnn. 

(3) 142 73»^ih^tn, ®$tm#3, »$tti£i£#, 

&m&, <owtv**<-^ matins mmmm, ffi&mmm, 

Mum. ^ffa^ ift<t>tt»0£. mmst, mm&mmm. m 
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^m, m&m^, mm**** (M, -^v^^y*-^ (cck) . ^fy? 

^ K (GIP) , MJ>\ rr^^^ K- l 

(GLP-1) . W^^f^ 1f*YV>WL\&s<~7?-Y\ *.2V*f-Z/, /<y 

mm (ptc a) tost^, <c*m&m, m^mm<Dmsk^mBs. MM^mt 
m*^t*mwmit^ wvmmi. m** mum, mm&, M&ik%t*) , ? 
?*mm, mm.mmm^, mm., &mmttM. ^m, Tangier*^) 

chd) . FajftjflL^^ , mmmmnm&±v?^(Dm%fc%t*<Dmg.<D^ffi • 

©MUW^MW*;i/^> (ACTH) ^«^t7t(i(D^|a^^m 

e-ffi&A c^x.tf, J3i#«, 5M««i«&. gr^mmim, mmmmum, m 
mnmstm) . &®.m& (was, mssmm^, mmm&& mmm, m&t 

j&^mm^ik, mH£m&&&* wtmm,mz x &mmmmm&, acth# 
mxmm , &ntm& msm, mmm, mm, gumk, ^vmm, $zm, mm 

(4) 1 4 2 7 3 lzmmmttzWlf'kK&l7Z>, &Mt 1 4 2 7 3 t<D%£ 

ttzmfe-tzz (i) ~ (3) mm<Dx?i)--yyjj& 
^mwnmt, mtzLtzv isv vt 1 4 2 7 3 i:o^tt^ff$€^M 
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i^, **WO?|©^ffl4ry htt. 1tffeLfc';^>Ktl 4 2 7 3 t<7)^ 

#^W S 1 4 2 7 3 ZifrLxmWft%:i:$kmLX^2>Zt$:mm.ir2>ZttfX- 
[0 0 8 5] 

(7) »Ii:i3it^ 1 4 2 7 3 ttzteZVUfr'*'?^ V<7)m*mkZ J £2>tt& 

*$&W<omm*, 1 4 2 7 3 *#H»t:Bit4 - fc^-e§ ifiKC 
33»t& 1 4 2 7 3 0**3E'fk$^:4'fk^$7t»i^-<7)ffiO^^'J-->^tcfflv» 

(i) *t MfcfLSM&Oa) b) #5feO»#, c) K&*t>¥J£L£fe 

4 2 7 3 fcjefif -Siiia^ mmj&KtiV& 1 4 2 7 3©i*M$*4ft 
^ i li* o^<7) x * y - - > ^#8^ 

(ii) 1 4 2 7 3 *»a-r&^KI0WW«r««t^ ffllfem^SrJLttL 
. HBlfelRm^^StL* 1 4 2 7 3 ^miii:U> *HJi&$Uw:i3lt£ 1 4 

(iii) *HhffilL»i»Oa) b) c) K#*&#JtLfe 
Sr^iE-r^^fc^i-S. «jH^£&t£ 1 4 2 7 3 0f»?^IMI^ 

(iv) 14273 *smirz&&mM&*z9}Fcb Ltz^ $L&m&m*m^ 
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«r S5ft $ * & tt^tJ £ t± * Ot<^) X * 'J - - > ^^-^ * jt^-r * o 
[0 0 8 6] 

imMMfrttttiZ 1 4 2 7 3 05£*ti^#Wfc«tjrFO «t 1 LTfrfc 9 

o 

(i) IE#*&v»ttaSJfc*-fVl/#fc MftttJMfc (#Jx.tf. 77f, * 

^ % ✓fjs, -9-;v&£\ iDA#WKli**5 7 f 

s mar, (Wx.tf. m v>m.mmm, 

„ f'Jh^XlOOTM, yj->2 OTM^^) fc^fcffiv^ £ Miit^gt 

I#<tfWS^-:Hv>?o mU<nmfcft&t LTt±> Potter-Elvehj 
enffl**^>fif--T?jNlllft*fl'L*i^& y-'J^^UV^-^'J bn> 
(KinematicafrM) 7 Wf7^ & ifCflDffi 

mrnvfrm k its frm&>bfrm&*®m^M<u>frMfe% t^^ts Kz&frm 
^±ativ^^ 0 mutf, mm$mwL*&& (5oo~3ooor P m 
) x-mzm (mat. mi-i o#) (1500 0-3 

0 0 0 0 r pm) -ea# 3 0fl—2 8#WBfrkU *L&«£§|lIi55-t 1" &o 

niifc 14273 >mm*mm&w* mm 

ttHI^C^f^i^ 1 4 2 7 31^ tfflxJf, #S&WO#b#*ffiv>fc-9-:' hM 
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(ii) 14273 ^^-r^^^#«:±ffio^^v^^L^ mmmm 

fr^ttiZ, 1 4 2 7 3 ^^fti-^>«l t^T'i-So 
[0 0 8 7] 

mmK&tf& 1 4 2 7 S^ft^^k^^r^'fb^^Ttti^omox^U-- 

^b^^mi^-^i (3 0 5Hu~2 4Wmm. ^iL<li30M 
~~12l$Mr, i^Jl<(ilTO~6l|flf) ^L<li-^mi1f (3 0 
ffik- 3 BgU «F4 L < 14 1 B# |«4fe~ 2Ht, i^SKIil B#K&~ 2 4 B$ 

ram) > ^^(±^j^^vM±^afi«j^ h vxtmmzfflkfc&h*:&&^ 

3£«Fra«3fl^ ( 3 0 3Bt, Z L < (4 1 2Hf> J: 0 

t < 14 1 l$IBH£~ 2 4 ftlffft) . «UftRfc*5»t* 1 4 2 7 3 £>»£fe*1-& C <h 
l:i loft*! £ 

(ii) ^SCte^#*#^^v^^^^ic^^%*^4«^rl^$^ 
-JgB*|lire?*fc (lBf-7 0t, ^L<(il0f~3Hf, £i9£f£L<l4 
2 Bt~3Bf) > jHBISK^^lt* 1 4 2 7 3 ^s^^ii"^ i £ K J: «Ht&9 

ttS 1 4 2 7 3 OJtStt^WJCtiJJJlTO «t ? LTfrfc? 

o 

(iii) !£1lf**v»l±£**^/U*fc 

*^*\ -f;*, -9-^4^ i 0^W»w*±iSI*9y 

k mm-?**, mtmikw*Fs mm*****?) wlt, («£if, 
«\ ftmz&^mttWKtu ^skmnrntim^xsimkeLZftdo mmmm 



fcHtiE#2 004-3011656 
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£58®-*-* i t izX 19 , 5g*W*7t»±3^14Wtw, fflJBK£&»t& 1 4 2 7 3 <*>;■: 
(iv) 1 4 2 7 3 Sr*S-f*^»4Etfefr^«:ffl^-cra»0^«:fc*ifctCJ: 

it&Vds %m!tm®. mmnmm, mmmmm, mmmMmmfo&z&m^hti 

o 

«&«r, «m («x.nr, -j^ jkit&mm. toa, 

[0 0 8 8] 

Iz&lfZ 1 4 2 7 3 0»£^fc£^£fftB *fl*64&i;fcti*oarc* »K 
^JMfclftKte. (>f ) HBlfefflUciJtt* 1 4 2 7 3 0S*ijJini$^:*ifc^J: *K 1 

4273 *^t-*jWJKuw*®tt*iiais*&'fb'fr«* 7t(i^-om, (n) mnm 

K&lfZ 1 4 2 7 3 0*«r«^S-£*£i:»cJ: *K mfflmMmffi&ZffiMZltZ 
VC&ty * tz it ^<OMX $> £ o 

ffiSEiRr 2004-3011656 
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mts^ffi u»o t©#4*i:Lrtt, fijx.^. &m (eax-tf, mm, v>m 
. mbkstm. ws&*£0 torn, bz^immm. («it»ar, it* ^ 

mmmzisifz 1427 3 <Dm*fflmz*tz>4k&®tfzte*<D&it, 1427 

MJHK:i3&t& 1 4 2 7 3 0*£^$Hir£ft^$fct± 14 2 7 
1 4 2 7 3^i**l)0$*S^i fett«eojfit± % #!)xJf, ftg 

m#§> wiMfeSEW, ^f-yx, TvK-->^. tiin^if, mmmttm. 

> (CCK) , ^hU'^^VHtThV-^f K (GIP) > 5!fXhrA 
^*=f>fl|-^'/^-K- 1 (GLP-1) N V7h^^f>, #\XH;>Jfcffl^ 

1 4 2 7 3 0M£^2jn$^Mfc^£ fcl±*(D=!*«\ Wx.(f> MUKtt 

(ptc a) fe<ommn, >mmm, ^^moAA^^mA. mps 
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, 7?*mm, jMwtfegn^ mm., &iMmik&> Tangier^ 
,m (chd) , m&h&& „ mnttmmi%m&±v?^(Dm%m%t*<DmB,<7) : ¥ 

)\<*:V (AC TH) ^?p»JhLT, Mz-tf, A CTH141§> 

j^be, #Att&jtM. ^^je, mnm, tst^i, ta 

1 4 2 7 3 0*Sr«^5-fr*ft-fr4fr4fett-€-©«[«±. Wittf, »Hfg 

, mmmm, mmm. r^>j>7w^- JiiJKStt, mm&m. m&m®. 
m&rnm. m^m, m&mm, m***'*> («. (cck) 

„ h >; y t <i y n tf b i; -^y-f- k (g i p) „ h v rr>^| 

^y^K-l (GLP-1) , vvh Jf* Y 'j >WL^^ Y\ 

1 4 2 7 3<0*£«^$*Mfc^£fc*i*-O:tfcKi\ $IxJ;T % ttHMUt 
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m&mm (ptca) fost^, >mmm, $t>bmm<oMik&>bm&, mm^s 
mm^t^Wimmtm., f^mtrnf, aw* mmm, mm&, mmnn.%t*) 
, 7^^m m&Lm&m^ m&, &*mmtm, wm, Tangier^ 

js> (chd) . uMjfiLfcir] > iiSR^ar^Mfei^o^i&^i^o^jfe^ 
Mmm*)i-*> (acth) aammitLT, mx.it, mx.it 

ffi , IHkfe (#k ^7H- If) , BSMRMlgJft (flU Stiff 3tP»Ji.. Wfje^ttB 

k& -9-;vn^ k— jFUtt^ftti^) , mi&Htm* mm. mm 

m mx.it, m^-m^, zzmnmik. tttmutm, mmmm^m, mmwmm 

m , fofom& mx.it, mmtwj>m, m&m, 

, &&i.m, m&v>;m) , ^m-immB mx.it, mmmmm&mmm 

) > &j*r&,m mx.it, mmm, mm. ^vmm, mmr^^^ 

wztz i**<nygL i> mmzm ^^ct^^ 0 

Mx.it, mft&mzfzitzomt, fmKj&cxm&*nLti:mAs ti-f*.^ 

a-ewoi^w KffHg % t o^mtt^^^ z tz immmm % t^mt 
n^x^mum^mx^ho mx.it, mk&wzizit*:(Dm.*&m&mz.m 
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iotsmit^i^o ^ tL h mm iz & ^ z mmtm \±mtztLtMn 

<OMf£%®MtimbtL&£7\ l Z-tZi><DT-$>2>o 
[0 0 8 9] 

mm. *7*frm%t*izmi-rz>zt&x^2>miim£LTit, wz.it. a? 

3-^) > ^t>tt*Ii&ttSI («, #'JVM-h8 0TM, HCO-50 
) £^£#fflL-C*>«fcv> 0 ft&tt&t LTfi. 0gx.tf, aVflu *3.m%&Pm\,* 
hfi. &ttfti8bm , T?$>&&M&Wi'<>*;A,^ ^>^7;^3-;i/^t'tfiu 

tfz. ±&rf-® > temm*. mx.it. mmm mk.it. v^wmm®.. wm. 

, %cjE.m (fflx.it. \l humTfrys >. .f'jxfpv^'jn-Hif 
) > w&m (mx.it. s<>y)UT)i/3-)u, 7x;-^i?) „ mtm±M^t 

mm (fflx.it. yyh. t**, VW. y^. Vi/. 4*. -9- 
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HRWKflUur, (#16 0 k g tu) k:*sv»t«:, — 

HtwOgftO. 1-1 0 Omg, jf* L<ti&l. 0-5 Omg, J: L< 
ttifcl. 0-2 0mg?*i.*gPtti:ft4t4m 1 HJiS^ifilS: 

Mx-amigmjut, msLm&M (M6 okgt l-c) k^t**, -bcoi 

&>0. 0 1-3 Omgm ftt L<ii&0. 1 - 2 0 m g^Jg, £ «9 »S L < 

itmo. i~i omgti^tiMcj: ^4tso^MtJb5o m^m 

[0 0 9 0] 

(8) 1 4 2 7 3 tSt4fikfr^f LT*-5|g| 
1 4 2 7 3 fc*fr*S«tf*0+3fn«tefcl±, 1 4 2 7 3 <r>M5-1rZ> -sV^MiM 

, 1 4 2 7 3 ">^M53t. MxJf, 1 4 2 7 3 ^t^WlS 

ttfc^iSI&fk't & it^^o 

t^ot, 1 4 2 7 3 KK-tktm («. f fttfcflO «\ «m*s; 

^J3i«> mmm, rmftmrnm (mktf, rmfmrnwrnr 

> mum*fr*>*m&mm.iR8) , m mm*. *mm) , mm^wmm, 
mmmw. ^mm, ^x^rw-, m#*& mtmm. m&mmm 

■tfewm, warn, m&m*. m, 3W/xh^> (cck) „ 

^h'Jy^>f>tlff »; K (G I P) „ h V rr>^ 

^K-l (GLP-1) , V7h^^f>, h v&ffl^f- h\ -fe^v- 
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ttz, 142 73t:^na# *m$cffi it. man, mmmt, mm 

m (ptc a) &<omm. &mm. Wk>kmm<n&m&*>$k&. w&Giwm 
musLmum^ mm., &wpm\&, m-m, Tangi e rm%t^ , 

ZbK, 1 4 2 7 3 K^*^ M. ftfl&tt) «\ Mxit RHF&Jt]Mtt 
(AC TH) ^MitSUtLT. Milf, M^SM^m («x.lf, fttt 

im, «ffite^ &%femm, n*mmx>& mimmtm , 
(«x.if> mmm, mm, mvmm, mm. mmrvn,*?-) N 

[0 0 9 1] 

(9) *»7>f-b>^DNAJ fctt s i RNA£-g^LTfe£EH 
*»7m^DNAJf;tts i RNAfi, flUtf, tim MHMBI* 
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mmm^ mustm, ^^v>7v;^- mmm&, rnnmm, m&mMn 

fg|^#. MS^. Bm*fr*y (ffl. r7Vv^h^-> (CCK) , 

tfxhV v ?4 y -^7"^- K (G I P) , #x h y =f 

"/f-K-1 (GLP-l) , VTb^^f^ I> y ^JfetB^'/f- -te^ 

^ttff (ptc a) tost^, m?&*0>&jkitbm&. mm^®. 

it^z^trmmmm, m^mn, m** mmm, mmtk. monk*?) , 
??*m&. m&L { m&m&. mm., fcimmtm, wm, Tangier 

(chd) , mmm.*?) , mmftm&it&&zTf*<Dimm*:£<om&<7)^ti; 

^ $H^07>f-tV^DNAijtlis iRNAli, Milf, 
MS^/WE:^ (AC TH) ^IKiaiJfcLT, Mx.H &g*UK&A (Mx-l^ 

(«*.«k jkmi^ 0>$&mmt^ mmmmtfm, mrnnmmm 

, AMmm mx.ii* mmm, mm, ^vtmrn, mmru^- 
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o 

i RNAli, ^<DttX^ $>2> ^imMfeMVtzibl.zm&jM* t*<D&M¥&)KW 
#>t>tv&mi£t t fcKtSBPHtU iHS^*^ Knr;v*f- rfrVZo** 

£^3. i7>f-t^DNAJfctts i RNAIt &^^»^i3tt^^ 

[0 0 9 2] 

(10) *5£W<r)DNAmAW)®<DftWk 

Cl] *HHJ^*ttDNAtfc(±^O^DNA*Wi-^^t hPf?LIfrtK 
C2] ^t: Mt?Li*W^^«l*^-e^-5»0 C 1 3 15*^1^ 

C3] ^>y«t7^^^^7t(i7 Yx-h&m (2] fBmot&tk fcitf 

[4] *P^<7)MttD N A t ^(if^lD N A IffilLMiHc&^T 
^ m%k&, *v{ >i?x.?is3 '*~-t<( tfrjfy^ DEAE-f^r 



tB|iE# 2004-301 1656 



#M 2003-194497 



134/ 



•9 i t tc £ 0 *§9!© D N A3&#» fcflsffii- * - £ -e # * 0 

mmtm^Yy-mmm, t*)t>if-?vx mx.a, ^tu, C57 

DBA2^ff, m^tLT, B 6 C 3 F i BDF j 

m^fe, B6D2Fi^, BALB/cli, ICR^^) tfcl^^ ( 
0flx.M^ Wistar, SD^t 5 ) ^W^t U^ e 

[0 0 9 3] 

$^OflDNAtLtli, TC^H^ODNAcO^ga^iJtc^ (08x.tf 

> ^se**^) &£.ct:i>(D, Mcte-mat, msmtm. xm, m<omm^<o 

ilfDNAtLtfi, J*#fcl 4 2 7 3 *M^DNA^U 08*. 

ieut^ 1427 3<7)mm%mm-t2> 14273 ^i^^dna^^ 

»ftfi*0 4onoTUv» 0 ^l&WODNA«r*tjfe»i^tc|E^$^^^/i 
oTIi, ^DNA^»t/«^l§il^^^^7 , 'n^^^^^T^^^t7tDN 
A^^f7^ft LTfflV»a<W— ««I#*0-C2b&o fllAtf. ^Higot hD 
N A *m&-£*t2> - *L fflRltt*»S5^|&W^ D NA^tt-5 #Mn§?Li& 



ffifiE# 2004-3011656 



#M 2003-194497 



^-v: 135/ 



(ODNA!: ^^m-T SDN A4E&tt?IJft 4& ^ffil" & £ £ § £ 0 
[0 0 9 4] 

1 4 2 7 3<7)M^^^-tLt^ K> ttflfi*^ 

JifEODNAI&Sili^ yn^-^-i: LTti. 0fl£«r, CD-y-'Oi'X ( 

•^/l^ zLffiVJ^X, tf 1 )**? 4 t:fi*t-5DNAc7)7'nt-^ 

> ^n^y^> I I > ^y^9~-if, >x y n >\ -x.> K-feV %9 V 

•lf> JfluNS6*JSfiH^^ ^7f>Kl, K 1 1 4, 

* h n 7 4 S5iiSitt7;v* V 7 * * 7 7 9 ^Mt- h u A5R||fcte 
H^. F^SV-t^-fnyy^t-t* (— ®nzT i e 2 £H&£*l£) , th'J 
7A*V9A7fyy>3'j>Wi (Na, K-ATPase) > -o.-n 
^^^MSil. ^n^-^-^^ > 1 £«fct>*I I An ^9wfu^^7-~^i 
mm^>^^9-, MHC^7^ IjftJK (H-2 L) . H- r a s> K 
-^5>jff-*BMb«i#, fW^;i/*^y^«- e (TPO) % ^yf- KftSft 

Sflcr (E F — 1 or ) , j3T9^y, a&XtfpZjT^ymK, $* 9 S>&I& 

l£«fc^2, fn^nyy-A Thy-1, ^n/'j 

HilPllggp (VNP) % ihmTSuJ KP3V#-*>h, ^^^ntf^, 



tBtE#2 004-3011656 



mm 2003-194497 >* 
tO>#n^^;Myn-f-^- N t F KilSBi 1 1 <r (EF-1* 

[0 0 9 5] 

IE#^ 1 4 2 7 3 Ofl8R^«W\ t: ^fi#SBi?LI»# (M^ff. >^*\ 

> iifttft^RNAJ: ^SfJO^KJ: 0H^$tt/^1iDNA^M^|-t L 
i ^omhKtzlE^ 1 4 2 7 3 oaSR^Sr^^^gH&ffiM J: 
M^IR^{i^S»^^v^T^L^^DNA3^^ hi: Lt, ituffi 



ffilE# 2004-3011656 



#M 2003-194497 



^—5* : 137/ 



j t<7>mwmm.& x xf^mm^-t^x \z^m^<o^mkn n a zm-fz> 0 
*&w<Dft%i&]E'%DNAzmmz j £fc&K hmswwmt* &ezkx 

mm& x utfcmmv&x izmm \z-&&t %>xi \,zmu zn&o dn AW&gt&ife 
i^W}m<omwmmK^x^m<r>^ikDNAi!)mmK^^i-^ zttx, itm 
W)^}(D^w^x^<Dmwmm^ x x/mmo^x c^o^dn a 

^ »± oje^«bji&*5 x wimmv&x iz*§&m <onmsL d n a z $m iz wt- h 

o 

[0 0 9 6] 

^•^^tLTfeo, ft&&<D]E$£DNA<Dmf&zi&m-t&zti l zx*)M%$rmzi a 

ZttfX%Z> 0 fflz.lt, ^WOJE^DNAlg^tf^fflV^T, 1 4 2 7 3©« 

^jtm^^ 1 4 2 7 3*m&irzm&e>mMm£<vmw&xv i ztib<DmB,<D 

ttz, ^WO^ttiEljrDNAi^^^lBILSftWti, 3»L£l 4 2 7 

3o^*n^sr^r-r^it^e> % 14273 kbi^s-*- zm&izitt&t&timnx 

ttDNA**^C^i-*ifcSrl|BLT*DNAfil*»»fc LXM^M^m. 



ffilE# 2004-3011656 



mm 2003-194497 



^-y*: 138/ 



^ K{:t^fMt LTfflv^^t^l-5 0 7 > n^^^DNA3> 

^ispg k & it & i&m ©it DNA«ii, MMLmmmvn <omwmm^ * v 

O^Tl:*ftlfl©itDNA*tt4o *ADNA^ffi|W|^'fe^M^^o^ 
[0 0 9 7] 

^-frf>tLT^J9, l*lftttOiE#DNA<7)^tg^|5aWi-^ii:lcj; 19*^^1 4 

273 o«n^»ttM^jE&^ t * & i t o > •e<5o^^^T y ;vs!i^ t Lxmm 

ncfc^Tl^e flUtf, ^^IfDNAMi^IV^, 1 4 2 7 3 

2 7 3 0«^flHtS^Jfej£tc^lt**|&igo||fit 1 4 2 7 3 KX&jEft 1 4 2 
7 3£>|Rfl6ffl# (dominant negativefpffl) «rj$9|-f h^Tfrt 

ttz, *&w<DW&mi$DiiA*m®zittzm%m%!ji*, mmLtzi 4273 
<oviimm®L*m'tz>zbfrh, 1427 3 oii^ffitta^cii^t^Mi 

(D^^ODNA^SIj^O^^coDNA^ L< tiRNA£il:^#f1-&tf\ 
i/:liDNACJ; l)3tg[£*L7t 1 4 2 7 3 ^tn^tl:i-5, 1 4 2 7 3 K 
<fc 0#*WJC»a**v*»±jgtt'ffr* 1 4 2 7 3 fcO|»jiteteov>TOfl|*K 



tH|E#2 004-3011656 



&m 2003-194497 



^-v: 139/ 



<D*H^Ofg*l 4 2 7 3 i W^i t,tLS 0 

Sfcfc^ *l&WODNA*g^»!»«:fflv»r, 1 4 2 7 3 W«H^fi&tta^JE£^ 
&£*£^tf, 1 4 2 7 3 tcB8jS-r*^ilOBaj*^*jPI-<^i 
1 4 2 7 3 KH*i-*^*^/i/<0#«»K:fc»t* <t Qmffltkmm.&tom&itm 

<o*&&mj&<Dmmt*$f% 3 - t^i-c^4 0 $ t, 14273 ^^usao 

^MSit^fllSrli^ J ttit><7>mi£$:m'<2>Zt 1 4 2 7 3&£ 

^WODNAte^lM&fcffi^T, 1 4 2 7 3 OfcflB^JgteSflftfcfi 
1 4 2 7 3 tM3|-r&!JUiLO^«*OHil&*tf«:d ±ifcO;ffctc 

ttDNAfS^^-Jffl^ 1 4 2 7 3^Mit*ESODNAMi**t 
[0 0 9 8] 

(id j v?r*7 ymm 

Cl] ^HWODNAW^tt^b^tLfc^li MffifLl&^K^Jia, 

C2] »DNA#i/^^-a^ m. *mw&*<7>i3-ir7? Yisy-vm 



miE# 2004-3011656 



#M 2003-194497 



^-v*: wo/ 



AKtt1-£^n^-*-o^!TT~f§mL?£^ [63 m&WL<D^\i hPifLKlt? 

> 

Ci o] m C7) ^ffifc<s>l&t^ i£lfclfc^£$:^u i^-^-afz^on 

£ i± m^ir 2> ik&to tfzit^r <DiM.<D * ? v - ^ > ^^^-f- % o 
[0 0 9 9] 

fg£#PffiJ-t&#\ & L<li|DNA^- KLtv^ 1 4 2 7 3 <£>?S1££||ff ift 

19, DNA^fWCl 4 2 7 3 0Mf^t^^V^ 

[0 10 0] 

tBiE# 2004-3011656 



#M 2003-194497 *? \ 141/ 

NA^f&ftftE Sttifcii^^y -y ^7"7 h E Sttti&fSt^) <7)^ 

^rft^t-r^^MttitfE^ &&v>fi 1 a c Z (p-tfv? h v*T— 

K cat n 7 A 7 3 - ;V7-tf ;H 7 >^ 7 x 7 -b*itf^) fcffc^ 

^cODNA±^)^>v^±-e<7)^(7)DNAie^J?:-7 ,, n-yi: LrfiW^W V 

t- 4 > y*< ? & -vm\z.mm l <?> d n a £wo3e«««© d n a e jij * 

Will Hif^Oi^^iE^ai^tL^^co^ffl^T^ X <. i/S&ftl Eva 
»<9^£\ 31^E % — jRWfclil 2 9^©E S#ffl»^M$tLTV^^ &-f£^ 

WhfrZE Smm*Mn?&% ¥<DBift~?Wz.l£, C57BL/6-77X^C5 
7BL/6<^0F2&O^£££DBA/2 tOjSSHi 03ciL^;BDF 1^-7 
* (C5 7BL/6i:DBA/2i:(7)Fi) £ffl</*T#3: Lfc i> <D% b*i> MSHz 

m^d&o BDFi77^ii, mm&&<, m^x^r^^t^^^m 

fciDfcT, C5 7BL/677^^|f^o©t% £ft£ffiv>T#«b*L*: E S 



fcBliE# 2004-3011656 



!&m 2003-194497 



^- v : 142/ 



[0 10 1] 

fc^M<Dmtt*m%, tk\&irh^m\ z<7)iMtLx$>if2>zt&x%2> 

t^f^^LT, l3nz-»ES«t G&5 0^) T^tf^)T% 

m u- & e s fflfla^ss— ^fc-t v ? v 3 > fcjsjto^Bii-cfi 1 * d i t &*m-c 

n = 4 QX$>Z>mm) W^n-->mit^3 Lv> 0 

S T Oitf i ^11^ 7 -f - ^-»±t L I F (1-100 0 

OU/ml) :fiq£TfcH«#*:**»rt (0£L<tiU 5 9 5%^ 

^ii5%ti, 5 9 0%^) -e&j 3 7 t:-eit#i- & & t*<D^mx 

*&*U *fcftl$fcfcfc % filxJf, h'i7*y>/EDTAit (If0.001~0. 
5%MJ7'yV0. l~5mM EDTA, #f£ L<{i^jO. ^hV^V 
IraM EDTA) ftsSJCj: 9 JMBfl&tf b U fcrfcfcfll* Lfc7 4 - ^-jffllfe±^ 



BiSE# 2004-3011656 



Jjfgi 2003-194497 



^-v I 143/ 



mmw,zfz&-?2>tx-&migmi-z>zti l z£t), wmm, Pimm, ^m^t-om 

*<n*;C7(DMmzfrik%*kZ>Z t-tmmx-h*) CM. J. Evans&tfiH. H. Kaufm 
an, (Nature) f£292^, 154M> 1981^ ; G. R. Martin /ni^-f 

>{ >7X • ■ 1-is3i-)V • T*T< - • *7 • J^>X ■ ^--jc^-x.- ( 
Proc. Natl. Acad. Sci. U.S.A.) ^78^, 7634K> 1981^ ; T. C. Doetschman 

<7*Ui?-, ^87^, 27H> 198530 , Stt^M$^t#e»^ 
##&WODNA|&S>F£*IHJfef±, >f >ehntei$tt* 1 4 2 7 SZtzftl 4 2 7 

[0 10 2] 

AKJ: 0 ^-^y-f-f >ys<9 *-Wfc#&l3l|<Z>DNA;fl^i§teft$*U:DNAlB 
**W<ODNAtA*L|fefc^fflraajfe£«:$-fr*ii:^J: fK *^©DNA^ 

<o d n a y * r ? h $ fitzmm it, <o d n a± z tz t* -eo^a 

^^DNASa^J^r^n-^t Ltz^>^-rv *rjli- v a >ffiffittzi*?- 
fc3fc<*>#3&gJ!0 D N AMOjfifi^ D N AE?!l t & 7? 4 L£ 

> a^ffi *. k <t *?> <^ d n a ^stt-fb $ Mimwfc * * 



ffitE^ 2004-3011656 



Sfrm 2003-194497 z? : 144/ 

Lxnbtitzmfcii, 142 ys^ro^^i^r), 1427 

3 0^T-n||^^#:|SI-g^^BfiU *-*t<b<7>M# 7&><b 1 4 2 7 3?>*^f&3£ 
^•flcfcft* - t &X £ * o 
[0 10 3] 

#«?r^M1-^^(i, 0O£(i\ IPiif t*l v^f ^ n ^ > y x ^ y 3 >fe 
1- MffifLUlWiwJt^-C, jt^fflraa3fex.^J: D^S&IBODNA&IC 

* & o tmkt %> <r t k x 19 $ t> o 

#^*l£i&$h@#^^dna#v v?tv vztix^2>ztzmmi,xmi%<om 

BE^iSfbDNA©fi^Ti--6«iaiOlfr»«:53Ef SitJiJ: <9 > SPPffiftDNAS: 

$m*3&Srt-z>z.t\ l z.x *>> M^^bDNASr^rf ^^^e-f-f hisit^-r 

^©DNAH^^t MffiSJMfcl** 1 4 2 7 3 KJ: 0«|a»3*L 



HiliE# 2004-301 1656 



Ifcm. 2003-194497 



^-v: 145/ 



ft2>m*<DSi®m&$:4&-t&titb, 1 4 2 7 3 0>£.mm&0>*mMt*BSLR£ 

^mx$>& 0 

[0 10 4] 

(i i a) *§&w<DDNA<Dxm*m&%£izmm^&mmKttLxriim -^Kr 

<b^> sb&si^ m^am, *»fflai«, i^a^m^u jfiusi&wfc 
flix-i*. («*.«r, mm, v>m> jMb**», asm*^) 



tBiE# 2 004-3011656 



#M 2003-194497 



^-v: 146/ 



%t*rfm^t>ti. u.mMwe>&WL, m.mk&m<7)&n%tiz$>fr*txm%.m$i-r 

[0 10 5] 

mM®<7>tfa.mm j ?±mm!§mw:m$) i o %jsjl±. ^l<i^3o %&±, x 

m*?')--y7^m*m^xnhfrhik&m*tzte*:<D&\ l $s ±mLfznm. 
ft^^stfftfcft^sfctt^oat?* *k 14273 (Dxm^mm* t*K 

, 0 (fax.*** , sb«^»*> Bm.m.m, i&M.mm, ^ 
^>j>7w-, mmmn, mmmm, m&mMn. ft4>*v>m.&. m 
skmm, HFFAi, ■m^mmm, j§imf. him. sho* 

«x (0IU nVvXR^v (CCK) , fxb'J^^f^tlfh 

y-^^K (gip) , ifxvvy. y^ts rr>^y-f- k- i (glp-i 

%t*<Dmmt LxitM-f&z ttfx^&o 
tizs m*? v -->y-%&*%^xnh*L2>4t&!tii}t tz\±%<r>m.\±, 

m&thmnm&j&m (ptca) &<Dmm, msmmooMt^m 



fchliE# 2004-3011656 



#M 2003-194497 



^-s>: 147/ 



mjt=&^) . 7**mm, ttttti*, we* &*£imitm. Tang 

, mmmmm (chd) , , mmtm^&^xz/^mmm^t' 

$^>^ % i; -=->^um^m^mhn^t^ttzii^(7)^.ii, mm 
&Mmm*fr*> (ac th) frmm®mtLx, mx.it, acthi4I5I, 

> mlj±, &*&m, mmm. mnm, #sl 

xn-;^ mmmm^, &skmi&m , mm&nnmm* t^mm^m • 

£ tz, ±ie* ^ - - > ^-e# <b frtz^m % tz e> ft$ $ *l* ft^ 

5±> 0flx.MT. I4M (fllx-tf, jfcat. JUbtaTO. WW?*?) to*, 

m&x*n h titzik&m t tz a z <om. * -gm-t & mm it, m 2 
Lfci 4 2 7 3 1 v -ffy v t<D&^zmkz&&ib&mz^-fz>mmtMm 

miE# 2004-3011656 



<&M 2003-194497 



^-v: 148/ 



•)H»ti*4^ 0Ux.nr, mft&wzfcte J tv>&*mn&.5--f2>Wi^ — petite 
08x.^ m%.mm.m (M6 o k gtu) k&^xh^ — bko^&jo. i - 

lOOmg, fffKl^l. 0-5 Omg, X t L < f±gj 1 . 0-2 0 m 

^KJ:oT&ll£.&y& 5 \ fllx.^ &lt^Jco^T-{iiiWJx.{^ 
feBMB^ (fti6 0kgtLT) fc*5V>TJ±, — B Ko&jft 0 . 0 1-3 0m 
g*ijg> U* L< *±&0. 1-2 OmgSE .£ 0£F£ L < tilt 0 . l-10m 

0 k g=S£ 0 t:ML^i^t4t-S-i:^Ho 
[0 10 61 

(1 lb) ^§g(7)DNA^1-^,^n^-^-^^14^mf tzWm-f&ik 

v * - mtt^mm ztftna- & z t £#m t -r z <d d n a ic^-r & y 

— tfSfc?- ( 1 a c Z ) > WmVtT)Vj] 'J7i777 * --tfifrfcT^ 7 

##§BJ!0 D N A * 1^ * -itfc^T*® fifz^mm<0 D N A#ISPF£# 
h PilLI&%-e«, V * -it^^UHJO D N A Ktt1~2> -?u*=~?- <o% 
W.T 2><DX\ V sj* - * - Sfoi^rr - Kt-5!g|j|^M *YV-*1T2> 



ffiSEiNp 2004-3011656 



#M 2003-194497 



^-v: 149/ 



WLlt, 1 4 2 7 3 FtZDNAmi&O-^&XMmmi&Op-tf?? 
Y v^— trills ( 1 a c Z) -emmLT^&if-gN 1 4 2 7 3<OMt 

&Hjrc% 1 4 2 7 3O>ft^0 fy^aW^o fi£oT\ #!l 

-gal) <7>J:d&iS-#:7^ h y/- tf<?>&W£ &&|iyil£/Bv>T&fe1-& 
t K X «9 % ffrgfc: 1 4 2 7 3 ^i*^#:F«gt'i3lt^^m^*m^1-^ - bffT: 
£2, 0 JL#|ftK:fi % 1 4 2 7 3^i-7^^ifcl^«t)fr^^^^7;V7 J 

tK^^isu v >mmm^M^.m.m. (pbs) t^^, x-gai^ 

»*lmM EDTA/PBSitT«tl>i<!:i:J:oT, p-1f??Y 
is?— fe*&j££#j]i£-^ M-fe^H^i-tLifiv^ l^cfe^ l acZ 

wl mmm%ti mum*?) ftiriott^^ t^t> 

(iAit mm, v>wl, $kiumm, mm%ti torn, $>zw*mwm 

[0 10 7] 

*S&W ©DNA ^yn^E-^-fttt & tt&m Zfcii* 

*S&W <7) D N A HfcH" I.7°d^^- J&ft fciftii- * ft-fr^ £ i± 
1 4 2 7 3 (O^mZfeML, 1 4 2 7 3 coM^^atl"^ i a<S>T% M 

xJf, 1 4 2 7 3 ©*tB^fcMatt-&«Uft, fllx-tf, IHtJBRM^ >r 



fcBIE#2 004-3011656 



mm 2003-194497 



^-v*: 150/ 



^ &m.mm, >f >^v>rw-, J3t^#tt, i&jk^, ffi&mmn, is>4 

, MW*;^^ (flk 3W>X|«*-V (CCK) . if^Y 

V vZ4 V\L\£'\ ~^-f^f- K (G I P) „ Jtf* h y 7)VJj rf>^y^- K 
-l (GLP-i) „ v^hx^fv, b »; h\ -fe^v^->, 

I&M^fli^ g^WlHilMf (PTC A) <bffi«& Vt'bms 

Ta ng i e i , 7 x n - A ftl&M^fcJfot^^iS ZTf*tlh<D& 

%m Mx.ii, mmmmm (chd) . bmjsb.^^ , n&*ft»*i!r£*5«j:a P <£ 
<7)mt, mwgLmm*)i>>*> (acth) awwmmtLx* mz.iXs act 



mtE#2 004-3011656 



#M 2003-194497 



^-vl 151/ 



1 4 2 7 3?>§&3i£IS#U 1 4 2 7 3 O^b^IS*^* CI ti)*X% 2><DX^ m 
1 4 2 7 3 0^mil#^M^i-^^m, tfflxJf. l&gtiJ^ »Hfgl^#. 

i&sfsLm^. -oxv^Tu^if-, mmm^ mmmm. m&mmm, 
^ mikM^, it^^^v ($u 3Pvxf^-> (cck) , 

y ? >f >fc tr > y -^-7°^ k (G i p) , y rr^^y^- k 

-1 (GLP-i) . yvh^^f>, b y ^jfefciJ^y?- p\ -te^i^v. 

n-r>v>, #~9->> -a-n^f FY, ^>^r 7 r V W KYY 

(ofrwmm, mmmrnm, ^y^^^^^m-mmm^^mmtLx 
mmx&Zo 

mm.rn.mffi; m^mmm^mm (ptca) &<omm, ^mmm, m^mm 

Tang i er*4ir) > Tf n- A®MM.mkti!L { gffim& £ Tf*fLb<?>tii 

ztm Wz-i*. fflbmm& (chd) , mmsk^ti . j&Rismxn&&z& j t 
^mta, mf&'RmwL*A'*> (acth) frt&teMmtLx. wx.& 



ffiliE# 2004-3011656 



mm 2003-194497 



-^-v: 152/ 



. mm) . • mz.it. mHm&. ^ratt^ifc, ^mmim, m 
jg, AdHfa^ii) > &j**£m (^x.i^ j£;fifc> 

[0 10 8] 

? y - y y-%%kx*% h frtzVc&m ZtzltZ<Dl&Z 1" & g& »i , HIT IB 

zvxiKLxnbti&mmz, &-£x&m&x&z><7>x\ Wx.tf> t^/: 

-9-;v^^) i:*TLtS4t*ii:^S*o 
mb^%t^ti^^^ot£#S(i, «#*J-fc. y*M-^- Y^tKX 

*)mmi*$>2>i!)K mtLtf, frfkmnDNAiztt-tz-yu fern? & 

Okgt IT) K*5V>T(i, — 0t:o||5jO. 1 ~- 1 0 Omg. 1&Z L< Itmi 
. 0~5 0mg, L<li$Jl. 0-2 0mgT*4,*gnttl:S4t 

Wit If, ffiW*J03B"C»ia*«ittf, ttft4fJM (M6 0 k g 
LX) K&^Xtt, —BK^SffiO. 0 1 ~3 Omgjgjg, #4 L< fi&jO. 1 
~2 0mggE £»>JaP£L<l±ffiO. 1 ~ 1 0 m g3U&£g§Ml!fcftt* £ J: «9 
-t«0* f »45'6-C*&o 4toi*t>0^^x #16 0 k gMtzt) Izm&Ltz-ML* 



miE# 2004-3011656 



mm 2003-194497 



^-v: 153/ 



f7t, 1 4 2 7 3<7)^n^- : 5'-iJt^taDNA^ot, fOTtt: 

&m$c£$-3:1-*Uf, 1 4 2 7 3^<7)^><7)<7)#:rtT^m^*^#me«J^3t 
10 10 9] 

UPAC-I UB Commission on Biochemical Nomenclature K <£ Z>V%r^r$>Z> 



DNA :fi + v'J**« 

c D N A : MftfJ 7** * v 'J 

A : 7f^> 

T : ^5 > 

G : ^r-> 
c 

rna : 

mRNA : * y «fe VS* * - y sK^Sfifc 

d AT P :f^^ry7fy^>H'J>i 

dTTP : ft^vf 5 ^=1) >^ 

dGTP :fi^ry^7/y>='J>^ 

dCTP : fJt-*->5/*-$»=y >Bfe 
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ATP 

EDTA 

SDS 

[0 110] 

G 1 y 
A 1 a 
V a 1 
Leu 
I 1 e 
S e r 
Thr 
C y s 
Me t 
G 1 u 
Asp 
L y s 
At g 
H i s 
Phe 
Tyr 
Tr p 
Pro 
A s n 
G 1 n 
p G 1 u 
* 

Me 
E t 
B u 



: Hvv 

: t?-> 
: > 

: n -f v > 

: -tru > 
: > 

:7"d'J> 

: tru^* ^ ^ 
: &1L3 KvnW-jfe-r* 

: jc^jum 
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P h I 7xx;H 

TC :f7yjy>-4 (R) -#>M*4MM Klfe 
[0 111] 

Tos : p - Y)i>3~>X)V7 *.=. ;v 
CHO 

B z l : ^> v^ 

Cl2Bz 1 : 2, 6-v^nn^y> 

Bom ^VyJVt^y^f^ 

z : ^>y>t^fy*^t-;v 

C l-Z : 2 - ^Dn^yy>t*y*M- ^ 

Br-Z : 2 -:/o^^>v;i/*^v#;l/;K^;i/ 

Boc : t -7*h ^v#;w-K~;v 

dnp ;yifn7x;-ji/ 

T r t : h^f^v 

Bum : t - ^h^y^f^V 

Fmoc : N- 9 -y)ls*U— )V* )V 

HOBt : i-iiKn^>Xh';7V p -;v 

HO OB t : 3,4-^tKD-3-tKD^ry-4-t^rV- 

1,2,3 -Wf'J 

H o N B : 1- 1 kd ^ v-5-y >-2, 3-v# W ^ K 

DCC : N, N' -^DA^*W>f5K 



[0 112] 

1 

t: >&5fcl 4 2 7 3^)75 y^Se^iJ^r^i-o 

mm-^ : 2 
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Wfrm-^ : 3 

-7->*El33fcl 4 2 7 3<DT $ yMW&}*7F-fo 
S5?!)#-5§- : 4 

^*E&*1 4 2 7 3 K1~£ c DNAOm^IS^lJtr^-ro 

ffi^JS-f - : 5 
se^>J#^- : 6 

$mm 2 £ is it £ P C R Rjfc-Cttfli LtzzfJJ v — oMffi^J £^1" 0 

@e^il#-^ : 7 

H»J 2 fc*5*t* P C RKJfrCttffl L/z7 0 n -yc7)ta*@E^iJ^^fo 

se^j#-^ : 8 

7^ fi* 1 4 2 7 3(7)75^ ^SS^iJ ^^-f o 

E?y#^ : 9 

7^ft*1 4 2 7 3 & Kf£ c DNAOM^J^/Tto 
: 1 0 

3 tci3frt^> p C Lfz?? 4 ^ - (0*&MWM*7Ft <> 

W^m^r : 1 1 

mmm 3 k & it £ p c r KSt-ti t & 7 0 9 >r - (oumwrn * ^1-0 

IB^iJ#-^ : 1 2 

3 ic & it h p c r Kfc"cmm Ltz^v- wv&ssm 0 
: 1 3 

mmm 4 ksswz p c r&js-c^/b Lfzyu v- 1 ^^iE^j^^i- 0 
sb^j#^- : 1 4 

n«j 4 K&it& p c RKiS-etffl L/cy 9 4 v- 2 om*@e^j^^i- 0 
: 1 5 

^JfeW 7 fcislt* P C RSjetHSffl Ltz-fyj -?-<D&mmm*7F:-fo 
0E^!I#-^ : 1 6 

§£Ms$I 7 fcfclt* P C R&Jfr-effcffi b^^9>f v-^>tt36IB^I*^o 

@e^!l#^- : 1 7 
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7 \/Z&lf& P C R EJfc-C&m U;^n- 7<D&&WM £ tf-To 

wtm^ : l 8 
@B^J#-^ : l 9 

mmm s k 43 it & p c r ^js-e^ffl 1/^7^*7- o^^ss^y * ^-r « 
: 2 0 

Hifcfaj 8 »- & n z> p c r miBxmm vtz-fu- -fnm&wm *7pto 

&fte>mMM4X~nh1XtzM%m&&E scherichia coli J 
M109/pTArat 1 4 2 7 31*2 0 0 3^4^18 B*&3B*Wo < TO 
11TI1 1 6 (S^#"^3 0 5-8 5 6 6) ©aStflftftAM* 

S^-g-flf^M #tt&»#8fc*V*--»;:«lfc#-^FERM BP-8 3 6 U 

[0 113] 
[H«0] 

- . ?u-->7 (Molecular cloning) KffifcS ttTV^^H^^Tto 
[0 114] 

[##^ji] t: hisitfN"?* 1 4 2 7 scoztm^? *-<omm 

fc: h£J:*>N"7X 1 4 2 7 3 Ki-£ DN ABfJtti-ttL-T^ WO 2 0 0 

2/6 7 8 6 2 0 0 0/0 0 6 1 1 \z%m.<OWMK'&.v X P C R £ 

fflv>TMTC/^;v (^n>T-y^) ^^n->U #£>*LfcDN A$r)f£ P 
AKKO-llH^^-OSalL Spe I»tt*AU Zfl^tHD&M 
KfcflHSLfco a^Ti^^-eCHO (dhf r~) «Bfl&JCi 

[0 115] 

[n»y 1 1 t: h £ i tfv -7 * 1 4 2 7 3 KMir^mmm<om.iz^<Dmu 
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cHo-Ki»(t mKumtm^mt) 1 o% ^m^m dnvit 

r o g e n) Sr^tf^AF- 1 2^% (I n v i t r o g e n) £ffiv*T3g*L 
fc« h v a >£?t 9 M0t3 1 0 cm 2 tbti «9 4 . 5x 1 OSfoi 

fl&£3f^ 5%C0 2 iSStM^^C0 2 ^S^:t3 7t)fi 5B#TO± 
3£« L£o F7>^7x^y 3 >liLipof ec tami ne t&g ( I n v i 
t r o g e n) &/Bv> % tSM^OT5&Km CT^ft^T o£ 0 *#*S?K6-w 
e 1 1 ^1/- h^M-T^^fi^ TO^l:|ro?t 0 *i% 1. 5mlff 
•x--/£2:fcfflj§;U -ett^HOp t i -MEM- I igMfe (Invitrog 
en) * 1 0 0/* l^&Lfco >£l^ \\-H<n>^- 3.--?\z.$ms<>7 *? l ^ g, 
^fr^t:L ipofectamin et£^£ 6 1 i^&n^u M^rS^U 2 
O^WSififciSMaLfco £<£>i#$lCOp t 1-MEM-IW8OO// 1 inx. 
/ch7>^7x^y 3 yffifl^I^ &<b^£*60pt i-MEM-I^«l 
^TftiL^CHO-Kl»i:», C0 2 ^*^:t6^tL^ 0 ^ 
WfcV>mmZ, PBS (Invitrogen) £fflV>T 'j >^ 0. 0 

5% M>-/v> • EDTAM (Invi trogen) £JlV>T»*U it 

Black walled 96— we 
11 plate (Costar) l:i Khtz *) 1 0 0 ^ 1 "¥*29r&3k> CO 2 

mi Ltz c h 0 - k 1 m^sist^- > -f^mw u - c^^omrt* )v v 

^Ajg^^ffil^FL IPR (Molecular Device) £ffli/>T$!l 
7Et/io FL I PR^T#ttrt*;vv^AaS^m^r8!l^i-^/;i6^, J^TO 
mf^e^ifeLfCo £1\ M^mTfrfeitF l u o 3 -AM (DO J IN) *mm 

JzJ styy T-%ft$.LfZo HBSS (Invitrogen) lOOOmlC 
1M HEPES (pH7. 4) (DOJIN) 2 0ml^0x.^it 
HB S S/HEPESM) K> T'n^^v' K (Sigma) 710mg£lN 
Na OH 5ml KmMfeZ h KHB S S/HEPES«5ml ^jJDx.f^ 
L£*tij£l 0ml fci&bnU i«^7yfe^N'';77-a/:o l u 
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o3-AM 50//g^21/il DMSO (DOJ IN) f:^j|U $C>t;f 
2 0%zf)l>uyWi (Molecular Probes) Zlmz.M'&fe. 1 
0 1 <D^R(3 i &!!a.m*mULtzl 0. 6ml077-t^fA*-;77-l:jDix ^ 
*fe*»**W*t^o b7^7x^y 3 Vj!lI*IU:CHO-KlttW 

1 0 0y« l-f-ofrmk. co 2 f 

T vtj 7 T-Zm^tm&Lfztk, FLIPRC-t7hU:, 

MSC H O - K 1 »Ciit > 7";Hi 7 7 -t ^* 7 7 7 - 5:1 v> t 

HMU HR#fcF-L I PR^-by h L^o Lfc#L FL I PR 

I, /^l«vr/SI(Palmitoleic acid) (HI 1 ) . V S - 
inoleic acid) (HI 2 ) N y —V J V >M ( 7 - 1 ino 
lenic acid) (H3) , 75*K>K (arachidonic a 
c i d) (HI4) N YzHj-^3f-y-J^>& (docosahexaenoic a 
c i d, DHA) (EI5) ^£#Dx.£: t £ K> V- h £ J: v ? * 1 4 2 7 3 & 
Mt ^ C H O - K 1 (»rt*^v7AlSO±#) 
iiW^f;, 3>fo-;woM^^^-^**AU;CHO-Kl» 

3 of*3 Htt v is y Yifimrnm^h ^^t^mh^K^^tzo 

[0 116] 

\%mn2\ tM 4 2 7 3 mRNAW»|i 

mRNA^Mi^il^iAB I PRISM 7700 SequenceDe 
t e c t o r (77°7^f K^ty^rAXtt) *m^tz 0 §mA<Dfcm^m^ 
^-/^ v-[5' -GCTGTGGCATGCTTTTAAAC-3 * (MPM^ I 5). 5' -CGCTGTGGATG 
TCTATTTGC-3' (@e^lj#-^ I 6 )] t ~?u -7* [5' -AGTTCATTTCCAGTACCCTCCATCAGTGG 
C-3' (8E?!l#-§- : 7)]fi> thI1 4 2 7 3 O^MB^J (mm^ : 2) £ 
ICAB I PRISM SequenceDetector$ffiOV7h7X7 
Pr imerExpress (T7°7 4 K^tvXfAXIi) LTt*"9* 

yLfzo Mi:^-?.cDNAIi, t h^liMfi^O t 0 t a 1 RNA (* 
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i><D*mmLfz 0 mz^Bti&lttim^Bmt USu perScriptll ( 
GIBCO BRLtt) £1£/BU mf^fuy^-jUKLfz^^xn^tZo A 
B I PRISM 7700 SequenceDetector <7>£j£?£(iT a qM 
an Universal PCR Master Mix (T7°y4 hV\M:*v* 
fAXtt)*12. 5 ju K ^^^v-^O. 9^M, T'n-^O. 2 5// 
M. cDNA^^rr^^^ S^tKT*2 5// 1 LTfiML*:,, AB I P 
RISM 7700 SequenceDetecto r X<DK&&, 5 0t:-C2 
3% 9 5rtl0^t, 95t:-15#, 60t:- lW^^;v^401iII 

[0 117] 

[mMffl 3 ] ??H 4 2 7 3 mRNA»»* 

mRNA05im*0^*^(iAB I PR ISM 7700 SequenceDe 
t e c t o r (Ty°y<< K>K>f ty^f.'^Xtt) &ffi^7t 0 3&5i*o£;i:lcJ£^ 
^7 , 7-fv-[5' -GTGGTGGCCTTCACGTTTG-3 ' (@£?!j#-5§- : 1 0) , 5' -CGCTCCTG 
AACAGCGACAT-3' (@5^J#"t I 1 1) ~\t-?u -CAACTCCGCCCTAAACCCCATTC 
TGT-3' (@S^J#^ : 12) ] 9f M1 4 2 7 3 O^IB^iJ (BBfflHg- I 9 
) ?:U(:ABI PRISM SequenceDetector MFB O V 7 
FWPrimerExpress (T~fy y ( K^MtyXfAXtt) 
fflLTy^-'f >L£ 0 §Mt & & c DN Afi^ lE^is J: tf;tfCi^3C* hW< 
ffiLtzy y Y X ^il^i{HL> total RNAHsogen (--7 
^Vv-^tt) /poly (A) +RNA£mRNA purificatio 
n kit (Pharmaci a*±) -etL-TfrOv- jlT^K Lfz^-o 

xmWkLtZo Vkhfrtzp o 1 y (A) +RNA l//g^DnaseI (Amp 
lification Grade, GIBCO BR L1±) 16 0 

ng^RNA PCR Kit (Takarati) 7-a7;H:f 
^4 2ttcDNA^iU: 0 ABI PRISM 7 7 0 0 Sequen 
ceDetector <DWBWLIZT aqMan Universal PCR 
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Master M i x (T^^^f V'U * ->*f-AX%fc) * 1 2 . 5 ^ U 
7^-7-^0. 9//M, yn-r^0. 25//M, c DNA^^il-^^-t, 
5 1 t LTiBSLfco AB I PRISM 7700 Seque 
nceDetectorW» 5 0t)T-2^ 9 5ttl0^1 95 
*C • 1 5#, 6 Ot: • IfrWJffrZi OEHfefJigLT^Tofco #iMt<0 

mztilzo ttz, TKS^m^ h^*ftfU5-; K^Tl^Tlil 4 2 7 3 m 
RNAO^*C0±#^tb^tL. 1 4 2 7 3^ h 
it*»Wt)^4ofc (0 8) o 
[0 118] 

[H»J4] 9 y hfi^co 14273£n - K1"& cDNAO^n-^y^*^ 

y^MDNAtiliLT, ^^fv-l (@B3«-^ : 13) XtTX^ >f v 
-2 (EBffiHg- I 1 4) &fflv*TPCR : H?&ofco PCRCIi Klenta 
q DNA Polymerase {tru—lsf??) &/Bv^ ®9 5V - 2 53* 
. <D9 8<C • 1 0#\ 6 3t • 2 0#\ 72t - 1 53*£ 3 5HI<7)^ 7 2*C • 7 
#0#ftRJ&*ff*ofc 0 iiipim^^TOPO TA Cloning 

Kit (Invitroge ntt) <D^J\,Z Ltztf-oT-?? X 5 K^?*-p 
C R 2 . 1T0P0 (Invitroge ntt) n-^^ Lfco £*L&:*; 
IIJM10 9 (SM) CiALt, ^^U'^o^n-^^amp i c 

i i i n*iztrLBm&&i&L*'T?mRLizo m*<v?v-><om.mwm*%mv 

tzmZk, ff«GSe«*ia:aiV-fey^-Se»S:3-K"t*cDNAEyiJ (E?U 
9) «rftfc 0 iOcDNAi 0*§m$*L*T^y»ffiyiJ (EEI*-^ : 8 
) *^^38BSl'-lr:7'*-S&«* r a t 1 4 2 7 3 i:4jr£Lfco 
1E8M*£*»T» (Escherichia coli) JM109/pTAra ; 
t 1 4 2 7 3 tfirteLtZo 
[0 119] 

&am 5} t n 4 2 7 3i§3icHo«^c amp m&.Ktti-znmm<o% 
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h 1 4 2 7 3MCHOiI^^ lXloVwel 1 ^sSJgT'9 6 - we 
11 P 1 a t e T* 2 0 L£o ffil/i&tt 1 0 0// l<OAs s a y Buf 

f er (0. ImM I BMX (mytMm) & <fc . 1 mM Ro-20-1 
7 2 4 (B i omo 1 ) £ c^trDMEM (Inv i t rogen) ) T? 2 ®tffci#- 

2 ^M<7)-7*;V*3 >j > (Forskol i n, fl^I) &<£tr t fzit^ 
t^Assay B u f f e r Kfeffi LtzffiM, r-'VV>^ 'J/-;V|S 
, DHA^i^tl-f^ (ttKSIGMA) ^Jnx.T3 7t:T'l O^SIS 
L£ 0 K/^m^ c AMP Screen (A B I ) ^^l^o T» L 
. i»c AMP**il!l^L7to -eOjg^ -7*;i^=m; ^^#^^v^#T' 
ti. £M£^fifc H 4 2 7 3HSCHO«t:*fLtcAMPMftt(±^$ 
^^ofzo — ^> 7 * n 'J ^ (2 ^M) ^qTF-eiis tM 4 2 7 3 3151 C 
HO»:MU y -'jy l^m, ';^-^m> DHAfcitF:* W >$!iic A 
MPj^WJ?Si4£^L£<mc:fcf UTi&mtrli»Jff&14(i^^ *t£^o£ (®9 
) o »t M 4 2 7 3 ^IUv^j;v^HO»-e(t .r<7>J:? & c AM 
P j^&WUri^te jl. h ti&^o tz 0 
[0 12 0] 

\mim\&\ mwmmmzz t M427 sMCHOtt^MAP^t- 

##^01 TM^ML/it: M 4 2 7 3 fl?!^ * - &fflv>T S#<Zr^IO^?*-ef^ 
!L^tM 4 2 7 3MCHO (CHO-hl 4 2 7 3) i^fiCHO-mo 
c 3 x 1 0 5/we 1 1 (7)Ift6 ^ Hci^T, JfiL?tlg;jt 

jg^Afe c^m^MEMa^ico. 5%<Dmfx^vfa%Mm*mnLtz$>(D) 

mVtzo fftV^jflivt^^^tT4B#FTO^ > 3 O^MO#®J||0m^^ 
iQL/io 1 O^^V^ra^yaVt/^-t,, tyy;VA'';77- (TEFC 
0*±) t?«BS&4:»«l • tttfiLSDS-P AGECioT^^f ofe 0 -5"O^P 
h o s p h o P 1 u s p44/42 MAP kinase (Thr202/ 
Tyr204) Antibody Kit (Cell Signaling 
Technology, Inc) ZM^tz *?3-7. 5 >7*n yf-J >?*&#o£ 0 
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*<Ol&^ Ell Q\Z7fi-tftl)^ tH 4 2 7 3MCHO»tO*, fl&JftM^ 

Zttffrfr<otz 0 
[0 12 1] 

[^Jfe^fl 7 ] 3 T 3 - L 1 jBHflSOll&flSjfflfla^fcai#JC# 9 1 4 2 7 3 g##Ofg; 

v ^^Mil^»MB^ • 3 T 3 - L 1 «Bfl&OJ&l»*IBte^0^fbg|*H#-9 
1 4 2 7 3 f MOHOT ^i^TOlit« L^Co 

^Afefi4. 5g/l^n-^ 1. 5g/l Na 2HCO3 ^^"tfDu 1 
becco's Modified Eagle Medium (DMEM, << 
y\£Yuyy^±) \z 1 0%^«ii (Th e rmoTr a c ett) .10 0 
U/m 1 ^->"J 100// g/m 1 * h V^fv^f ->> Ltz i> <D*m 

^tzo 7 5 cm 2 77^3T'a>7;^> fCjT*^SL^3 T3-L 1«K 
^ 2. 5//M Dexamethazone, 0. 5 mM 3 — i sobuty 
1-1-methy lxanthine, 10/ig/ml << >^ U > fc-^tr Ji 

teM^i^t 2 BiMitiit^^x., m&i 0^ g/m 1 ^£ 

^tf±IB^«WLfc 0 ^*^T% Ifl^PBS (-) -e2|ll?5fe?#-U R 

Total RNAIilSOGEN (-ytf>i?->) KTffitiiL^o cDN 
Att, RNAl / /g^A»7>n^7^v- > »itatSupe rSc 

r i p 1 1 utmwm& (gibco brl*±) *m^\ mm-T-^T^iz 
&.-OX4 2veKfczft^, Rm'&T'ikKz-? ; -frVLWthx 1 00^1 izmm 

Ltz 0 RT — PCRIi Sequence Detection System 
Prism 7700 (PE Biosystemstt) £fflv\ itll^^m^ 
tzibWp^ ~?-b Lt 5 ' — TCCGAGTGTCCCAACAAGACTA 
C-3' (E?lJ#^ : 1 3 ) , 5* — G ACTC CAC ATG ATGAAGAA 
G G A A A— 3 ' (E^Jft: 14) fei^TaqMan probed IT 5 
* - (Fam) CCGCACGCTCTTCCTGCTCATG— (Tamra 
) -3' (EflJ#-^: 15) fc^ffiLfco RT-PCRU6*l±TaqMan 
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Universal PCR Master Mix (PE Biosyste 
m*±) 12. 5 HZ, Ztl-etLl 0 0 /uMO-fy^-^-m^O. 05// K 
5 fit M<7)T a qM a n probe£0. 5^ K i3«t Z/_hfB"CpML7t c DN 
AJSfft* 0.5^1 iD^> KISTfc^RJE&M* 2 5 1 t Ltz 0 P C RRj£»i 
5 Ot: • 2 3\ 9 5V • 1 O^Of^ 9 5*C • 1 5#\ 6 0 *C • 1 frW 4 9 
£4 Omm^&LtZo t#«b*L/c3T3-L immK&lf& 1 4 2 7 3$»m 
RNA3&m»fi total R N A 2 5 n g «5 n fcf-^t LT^fcti Lfc ( 
Ell 1) o 

*<7>IS*, 1 4 2 7 3 ^ffcte 3 T 3 - L 1 »KJ§gJ^o5Mtlf ^£*T? £Jl 

•hm*bb^ 14HIC(il 3 6 0 2 7 copies/25ng totalR 
NA bftotzo Z<DZtfrt>, 14273 $##&J3gJft«T«&t£#J *fi o 

[0 12 2] 

IllifcfllS] ^ y h^^#^^flijte«oJ©J!^«^bil#lc:#d 1 4 2 7 3 

J9gfl£« (HOKUDOtt) fcov>T, ^^«ft^«HuraMJ3SOJi&ra 
JI&^O^fb8l#tc#^ 1 4 2 7 3gmfo<0$&$mWl*&TV>mffiX~ffiffiLtZo 

JS%*±4. 5g/l^a-x, 1. 5g/l N a 2 HCO3 ^-g-tfD u 1 
becco' s Modified Eagle Medium (D— ME M> 
I n v i t r o g e ntt) 1 0 vJj&mjfiLVt (H y c 1 o n ett) , 100 
U/m 1 ^-y'J 100// g/m 1 * h V? h W v > L£ & <7>£ffi 

v^/io 2 5 c m 2 7 7^ >7;n> > $ T*@tL/:#«i:, 2. 
5/*M Dexamethazone^ 0. 5 mM 3— Isobutyl — 1 
-me t h y 1 x a n t h i n e^ 10/<g/ml -f >X V f&-g-t>±fEigil& 
«rffl^T2 BP^k^WlimSr-^x., If 10//g/ml << >AV >*<£tr± 
IB^HfeT- 8 H BUS* Lfco ^fbfNmilW^ i tf$Mfc*HK* 8 b m^mk^mm 
frt> Total RNAS-ISOGEN (-7*°>^-y) ^TifflU: 
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o cDNAIi, Total RNA 1 ft gfrh, 9 ^n^7^fv^, 
iitU Superscript TM n ^fr^Hgf ( I n v i t r o g e n 
tt) ^v^aT;W:^oT4 2 rT^JS^HT^fpS* U ^iSH-Tm 

W*y-;W£fg:LT4 0 ^ 1 Tr i s-EDTAliMj|L)to R T — 
PCRti Sequence Detection System Prism 
7700 (Applied Biosyst em stfc) £ffiv\ ifipg^ffiO 
tztfXD^^^^r- t Lt 5 ' — GTGGTGGCCTTCACGTTTG— 3' 

(fEW-f-: 16) , 5' — CGCTCCTGAACAGCGACAT — 3' ( 
W&m-^ : 1 7) is i^T a qMa n^n-rt LT 5 ' - (F am) CAAC 
TCCGCCCTAAACCCCATTCTGT— (Tamra) -3' (SB^J 
#-5§- I 1 8) ^r^fflL/Zo RT-PCRIlDl(iT a qMa n Un i v e r s 
al PCR Master Mix (Applied Biosyste mt± 

) 12. 5 ft nc N ^-tL-e^Li o o ^M^^^fv-if^o. 225^1. 5 

yuMOTaqMan 2 5 // K is itFiffiT'P^Lfc c DNA 

1 /i 1 iDx.* ^©TlC-e^^^fiSr 2 5 ft \ t Ltz Q P C RK$li 5 0 "C 
• 2:53\ 9 5"C • 1 0fr<D^ 9 5 *C • 1 5#\ 6 0V • 1 #<Z>hM * 4 0 
lil>)lU:o #?>^Mt^#JlilS«^^tt^> 1 4 2 7 3$»mRNA 
MHiTota 1 RNA 2 5 n g*fc«3 <33 LT#fctiLfc (0 1 

2) o 

^O^m. 1 4 2 7 3^##(i^J>ft^efeprlEJ3gMJia. «tftf&*«'feliHE 

2 7 3^##:f±liMJia-eS^^#J^SoTV^i:#^^tt^ 0 
[0 12 3] 

9 ] i^AtT-20 h (ommsim m*ns* > ( a c 

TH) ^S^WJ^tt 
7^^Ti#3;vf3 bn7»A t T-2 o K2t-f £ MMMthmv* A 

31* p o 1 y-D-Lys i ne^ - h77^3^f;3>^ h-fcl/^ v 
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a>&K£*). AtT/2 0«t frbttm&<omMZ? n- WfcL 

fco *&%l±4. 5g/lW3-xmDulbecco' s Mo d i f 
ied Eagle Medium (DMEM^ <Y >tf h n>r>1±) &ci 0 %>> 
v^BlLft (ThermoTraceli) , 100 U/m 1 ^— y'J>, 10 0 
/£ g/m 1 * h l/^hv^y^MnL^^^^^o -T?>tt#t£A t TV 2 
011I#^4X 1 0 4 c e 1 1 s/we 1 1/10 0// 1 OatJg-eP o 1 y- 
D-Lysine n - h 9 6 ")x;V^l/- htc$v>T~%i§!ftL^ 7yfe>ffc 
ftLfco 7 7-b>fi:fflv^Bu f f e rfc«\"2 5mM HEPES (pH7. 
1) > lg/lO^n-^^trDulbecco' s Modified 
Eagle Medium (DMEM. 4 > tf h ufyQ) *m^tz 0 £OB u 
f f e r T'2 EIfti£Lfc&, mjcOiftJSOjj&l»K«:^-t-*B uffer^lO 
OmltJOx.. C0 2 ^>^^-^-t*3 7 *C 1 UfF^W h Ltz 0 

0 nMOWlFj&JfJWak^A/^^lfcffiH^ (CRF) ^TT-j§&M£^r 
t^buf f e r^lSflt^JfeSrfTV^x 002^ >*x.^<-*—T?3 7V9 0 

h Lfz 0 9 0^11 7*l/-h^Ki^Uctl 2 0 0 rpm5 
m i ngifilSt'kU +Jf^^"9->^*r5 0m 1 EJlDl Ltz 0 &±V>n&iMmz 
£v*T»i, l&TO(i#Bf->vjavtr^-r^ > (B S A> S i gma) t^fritB 
SA : FFA=4 I l(5#MSHf:o f fcB u f f e r©«iCRF 

Vtz^>fMt, ACTHi^yf (£i>f^;i/ACTH I RMA 
#J ) £JBv>TACTHi&g£M5eLtf:o 

-eoM^> El 1 3 t*3*K r-'^V^ (y-LA) , ff -'J/l/> 

R (a — LA) l:±0 ^jft C R F J; o Tit & $ tLfc A C T H^O«l«|*«S 
&htl1Zo — 1 4 2 7 3^##^T3T-^ h©tt*^§ftv»B&tt (BA) li 

tt^cRF sistt a c t HfrBowmzmz ft * o 7t 0 

[0 12 4] 

1 4 2 7 3 ^>a^«^m^^##:T^ * £ t #W * o £: CI t T\ TO 
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[0 12 51 

SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Novel Screening Method 
<130> B03142 
<150> JP 2003-010001 
<151> 2003-01-17 
<150> JP 2003-104540 
<151> 2003-04-08 
<160> 20 
<210> 1 
<211> 361 
<212> PRT 
<213> Human 
<400> 1 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 

5 10 15 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 

35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 
65 70 75 80 
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Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala He Pro Leu Val Leu 

85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Ala Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val His Leu Gin 

130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 150 155 160 

Leu He Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu He Ser 

180 185 190 

He Cys Thr Leu He Trp Pro Thr He Pro Gly Glu He Ser Trp Asp 

195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Lys Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
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#0 2 003-194497 

305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys He Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala He Leu Thr Asp Thr Ser Val Lys 

340 345 350 

Arg Asn Asp Leu Ser He He Ser Gly 
355 360 

<210> 2 
<211> 1083 
<212> DNA 
<213> Human 
<400> 2 

atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 
aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 
gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 240 
ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 300 
actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 
agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 
ctcatctggg gctattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 
ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 
attcctggag agatctcgtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 
ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 
cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 
atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 900 
tccctcttct tctgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 
tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 
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gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 

ggc 1083 

<210> 3 

<211> 361 

<212> PRT 

<213> Mouse 

<400> 3 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser His Thr 

5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Val Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 
165 170 • 175 
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Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He lie He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Asp Thr Ser Val Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 

<210> 4 
<211> 1083 
<212> DNA 
<213> Mouse 
<400> 4 
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atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggtggcgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacactggcc 
gtgcgcctcc ggcgcggctt gagcggcccg 
ttcatatggg gttactcggc gctcgccgcg 
ccgcagcgcc ttcccggcgg ggaccaggaa 
cgcataggag aaatctcatg ggatgtgttt 
ctggtcattg tgatcagtta ctccaaaatt 
cttacgctga gcttggcata ctctgagagc 
cgactcttcc gcacgctctt cctgctcatg 
atcatcacca tcctcctcat cttgatccaa 
tcccttttct tctgggtggt ggccttcacg 
tacaacatgt cgctgttcag gaacgaatgg 
gagaagggag ccatttttac agacacgtct 
age 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 5 

gctgtggcat gcttttaaac 
<210> 6 
<211> 20 
<212> DNA 



cctggcccct cgcacaccct ggaccaagtc 60 
gtcaagggcg accaccggtt ggtgttgagc 120 
tttgtcgtct cactgctggg caacgtgtgt 180 
cgtggggcga cagccagcct ggtgctcaac 240 
gccatccctc tagtgctcgt cgtgcgctgg 300 
tgccacctgc tettctaegt gatgacaatg 360 
gcggtcagcc tggagegcat ggtgtgcatc 420 
gggcggcgga ctcaggcggc actgetgget 480 
ctgcccctct gcatcttgtt ccgcgtggtc 540 
attccgattt gcacattgga ttggcccaac 600 
tttgtgactt tgaacttcct ggtgccggga 660 
ttacagatca cgaaagcatc geggaagagg 720 
caccagatcc gagtgtccca acaagactac 780 
gtttccttct tcatcatgtg gagtcccatc 840 
aacttccggc aggacctggt catctggcca 900 
tttgecaact ctgccctaaa ccccatactg 960 
aggaagattt tttgetgett cttttttcca 1020 
gtcaggcgaa atgacttgtc tgttatttcc 1080 

1083 



20 
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<213> Artificial Sequence 

<220> 

<400> 6 

cgctgtggat gtctatttgc 20 
<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 7 

agttcatttc cagtaccctc catcagtggc 30 

<210> 8 

<211> 361 

<212> PRT 

<213> Rat 

<400> 8 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 

5 10 15 

Pro Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Leu Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Val Arg Arg Arg Arg Arg Gly Ala Thr Val Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

m«E#2 004-3011656 
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100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Ser Glu Trp Arg Lys He Phe Cys Cys 
325 330 335 
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Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Glu Thr Ser He Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Thr 
355 360 

<210> 9 
<211> 1083 
<212> DNA 
<213> Rat 
<400> 9 

atgtcccctg agtgtgcgca gacgacgggc cctggcccct cgcgcacccc ggaccaagtc 60 

aatcgcaccc acttcccttt cttctcggat gtcaagggcg accaccggct ggtgctgagc 120 

gtcctggaga ccaccgttct gggactcatc tttgtggtct cactgctggg caacgtgtgt 180 

gccctggtgc tggtggtgcg ccgtcggcgc cgtggggcga cagtcagctt ggtgctcaac 240 

ctcttctgcg cggatttgct cttcaccagc gccatccctc tagtgctcgt ggtgcgctgg 300 

actgaagcct ggctgctggg gcccgtcgtc tgccacctgc tcttctacgt gatgaccatg 360 

agcggcagcg tcacgatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 

gtgcgcctgc ggcgcggctt gagcggcccg gggcggcgga cgcaggcggc gctgctggct 480 

ttcatatggg gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgtggtc 540 

ccgcagcgcc ttcccggcgg ggaccaggaa attccgattt gcacattgga ttggcccaac 600 

cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtaccagga 660 

ctggtcattg tgatcagcta ctccaagatt ttacagatca cgaaagcctc gcggaagagg 720 

cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 780 

cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 

atcatcacca tcctcctcat cttgatccag aacttccggc aggacctggt tatctggccg 900 

tcccttttct tctgggtggt ggccttcacg tttgccaact ccgccctaaa ccccattctg 960 

tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 1020 

gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 1080 

acc 1083 
<210> 10 
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<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 

gtggtggcct tcacgtttg 19 
<210> 11 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 11 

cgctcctgaa cagcgacat 19 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 12 

caactccgcc ctaaacccca ttctgt 26 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 13 

gtcgacatgt cccctgagtg tgcgcagacg acg 33 
<210> 14 
<211> 33 
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<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 14 

gctagcttag gtggaaataa cagacaagtc att 33 
<210> 15 
<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 15 

tccgagtgtc ccaacaagac tac 23 
<210> 16 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 16 

gactccacat gatgaagaag gaaa 24 
<210> 17 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 17 

ccgcacgctc ttcctgctca tg 22 
<210> 18 
<211> 19 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<400> 18 

gtggtggcct tcacgtttg 19 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 19 

cgctcctgaa cagcgacat 19 
<210> 20 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 20 

caactccgcc ctaaacccca ttctgt 26 

[lU/^HW^ (Palmitoleic acid) 30//M^ 
tiULfzt #0«I*IC a 2 +IE<Dfjb^l^^^^/^to I#<OC o u n t 

stt«JftrtCa2+atR*^tefc3|JR^ «|<DTime (sec. ) HiJ-V^ 
^«ailfeO«pnftii (#) Sr^i"o OlitM 4 2 7 3MCHO-K1III, 
Aliv^^ 1 4 2 7 3MCHO-Kltt, Di± 1^4 2 7 3 £#&3&LTV>&v> 
3>hn-;^CHO-Kl»^to 

[H2] (linoleic acid) 3 0 M£i& Ltz t § O 

,«f*lC a 2 +&9^2gfk£W^fctt**jF-*-o ^*b<7)C o u n t s \$Ml&foC 

& 2 + mm*7Fir&ib®im, m^oTime (sec. ) \$v-y-7)vmmi<on 
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mm& (#) «r^1- 0 Oiil 4 2 7 3HiCHO-Kl», Aliv-)7 l 4 2 
7 3HaCHO-KlfflI, 1 4 2 7 3 5rfaLt^^3> fn-;voc 
HO-KiaMito 

[[S3] (y - 1 i n o 1 e n i c a c i d) 3 0 /uMZffilN 

Ltzt l«rtC a 2 +jiS<^)Mb^p-<^m^^i-o $E3tt<£>C o u n t s 
ti»f«3C a 2 +il«:^tf f #OT i m e (sec. ) it^>^)V 

mmnmmi&M (m zmi-o o*±i 427 3mcho-k imm.. 

-7* 1 4 2 7 3faCHO-Kltt, Dil 4 2 7 3 ^HSLt^^n^h 
n-WCH0-Kl«gt o 

[El 4] 77^ (arachidonic acid) 3 0 //M&j^nL 

fet §o«i*ic a 2 +mm<Dmt^m-<tzm^7^iro wm^c o u n t s t± 

m%mC a 2 +^=1:^1-^^, M(DT i m e (sec. ) ii-9->7 P ;v?s5s 
M^O0#F B mii (#) ^^f 0 Ofi 1 4 2 7 3iiCHO-Kl», Zif±-7* 
* 1 4 2 7 3HICHO-K 1 Dfi 1 4 2 7 3 ^ILtv^^^^bn 

-^CHO-Kl»^to 

[IU5] K3t^tx>§ (docosahexaenoic acid, 
DHA) 3 0 /uMZmnLtit £<7)«F*IC a 2 +^^^^^^^^7^ 
-To fKWlOC o u n t s {i«F*lC a 2 +jiJg^7^1-^3^ ^#^)T i m e 

(sec. ) li^>7^^M&OB#F^iI (#) £tjc1- 0 Ofi 1 4 2 7 3I&31C 
HO-Kl«, 1 4 2 7 3MCHO-Kl», D(il 4 2 7 3 

^r^LTv^v^n^ hn-;K7)CHO-K.l «£/jrr o 

[136] t h#i»T<7) 1 4 2 7 3 mRNAOf I^^^to 3t:-gfc/25 
ng total RNAIi t o t a 1 RNA 2 5 n gS£ *) <^rr t?-ifc£/K 
"To 

[IH7] ?? h#Mi$re<7>l 4 2 7 3mRNA«7>*^t 0 C o p i e 
s/n g p o 1 y (A) +RNA(ip o 1 y (A) +RNA n gigfc ^3 

[H 8 3 7jc^m^ h l^HAf?? fTi#:t<Z)l 4 2 7 3 m R N A <0|&iLt# 
«rii-</i^^7Fi-o ««I«7X^B#F^ (h) Zmto mm<VC o p i e s/n g 
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poly (A) +RNAIipo 1 y (A) +RNA n gMfz «9 <On tf-^£ 

[EI 9] HH 4 2 7 3MCHOtt©c AMPjg£KM1-£fliJJfi0of^£ 
m^tz&^zZm-fo Forskol inli7*H3'J ^&TT-J§gt£^£i& 
L&^o Bu t y 1 i c a c i d l$7 * frA n 'J >#£~R:iB&M ( 

3 0//M) Stt&L*:*^^ /-Linolenoic aci dti?*;^ 
3 y >METK (3 0//M) LtzWf&*, L i n o 1 e i 

c ac i dl±y*)VX*V y&teTKV S~-)VWL (3 0//M) *«6*DL7t^ 
Sr. DHAIi7t;^3V^4Tt:DHA (3 0^M) *«&iHlLfc*fr*, O 
1 e i c acid«7t;wa>j >Jf&Tlz*Uy( >0 (3 0//M) 
fc^r^^^fo 3»0%t;£. 7 t 3 'J > tit Lf:H|<7) c AM P 141^ 

[Ell 0] miftMMMzX&K M 4 2 7 3|&^CHOIffll&-e<^MAP^^---b* 
^ttft*«HJL/!fi**^to CHO-h 1 4 2 7 3litM 4 2 7 3 *«RL 
tv^CHOMS-Iv^^^, CHO-mo c ktit: M 4 2 7 3£#&3iL 

Lfc^Sr, methyl (i'J ;^ai^M^^t 0 ifc^ (m 

in) li-9-^y;i/«Jo^oSift^Fiu (#) £^-fo p 4 4I±U ^MMfc$*LfiHtfl: 
£*i£ERK 1 0/n'> K£*rto p 4 2 l± V >mib£ftfg*Hfc£*L£E R K 2 <D 

[mil] 3 t 3 - l i mmmmmm^mmKWo 14273 stt^na 

SeS&Srfl^Ttte^^^i-o 4£$tflfi 3 T 3 - L 1 *BlfeOJ!liJUjMBia^fbSIS^O HSc 
(S) *^te %m<F>*\z~%L/2 5 n g total RNAti\»fc*Lfc3 

T3-L l«BliaHiJtt& 1 4 2 7 3§»mRNAMf^T o t a 1 RN 

A 2 5 n g|./:^af-ti: LT#tH Lfctefcjjrf o 
[H 1 2] 9<y hMt^#^TlgJ3IM|gcoJ3il^m^b^^#7 1 4 2 7 31: 

##0|&S&tt*W^;fcf§*fc^'to D a y 0 (i^k^#0«*, D a y 8 

tt^fb»»lft8 BMH4fflV^:^^^to «ioae-»/2 5 n g t 
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o t a 1 RNAW\ fthtit:®ttfemffimmmzjHt2> 1 4 2 7 3f»m 
RNAHSi^To t a 1 RNA 2 5 n g *) <7>n fcf-Bci: LT#ffi L£ 

HHl 3] OTO^ibOSlJW^S^J^^^^aiHT- 
(CRF) if ttA C T H^OWJM^i^^M^^to b a s eliCR 
F0£££TT% JffiflSKSr^lniL3ar3^ofc«f^S:7Fi- 0 CRFIiCRF (1 0 nM 
) #*T-Ci»IISSt**iDL*^o7fc*^«r7F't- 0 7 -LA«iy - V J U>m.Z, 
«-LAIi«-'J^m BA»±B&m«r^-€*tLCRF (lOnM) 
-C»L7t:^r^*^i- 0 ACTH (X25pg/ml) liACTH^f^/Tt 
o ^^J+^tiMM (n = 8) 0 **, p<0. 01 p<0. 05 (Stu 

dent's t test) 0 
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